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PATENT ASSIGNMENT

This assignment agreement (“Assignment”™ is entered into the 4% day of March, 2013
(“Effsctive Date™ by and between Cytochremsa Cayman Islands Lid., & company with a
registered office at ¢/o Maples Corporate Services Limited, PO Box 309, Ugland House, Grand
Cayman KY1-1104, Cayman Islands CAssigno™) and OPRO 1P Holdings 11, Inc., a company
with 2 registered office at ¢/o Maples Corporate Services Limited, PO Box 309, Upland House,
Grand Cayman KY 1-1104, Cayvman Islands ("Assignes™

For good and valuable consideration, the reeeipt and sufficiency of which are agreed,
Assignor hereby lrrevocably sells, assigns and transfers 10 Assignee and ifs successors, assigns
and legal representatives, Assignor’s entire right, title and interest, both legal and oquitable,
thmuvhom the world, in the patents and patent applications listed in the atiached Exhibits A-C,
and to the inventions described therein and improvements thereof, all related patemt .dppha.cm.tms-
throughout the world including those clalming priority thereto anywhiere i the world, the night
of priority, including withow mmzcmm o clatm priority benellt of or to said paremt &gpismtumx,
all continuations, divisionals and contmm.n&m«m«pm of amy of the foregoing, patents Issuing
from any of the foregeing, and reissues, reexaminations, extensions and foreign eguivalents
thereo! and supplementary protection certificates allowed on any of the iurwmm, {collectively
the “"Patent Rights™) for Assignes’s own use and enjoyment, and for the use and enjoyment of its
BUCCOSSOTS, amgnx or other legal representatives, as fully and entirely ay the same would have
been held and enjoved by Assignor if this Assignment and sale had el been niade; together with
all income, royaliies, damages or pavaxents due or payeble as of the Effective Date or there after,
including, without lmistion, all claims for demuages by reasen of past, present or futare
infringement or other unanthorized use of the Patent Rights, with the right 1o sue for, and collect
the same for ts own use and enjoyment, and for the use and enjoyment of ity suceessors, assigns,
or other legal reprosentatives.

Upon the request of Assignee, the undersigned agrees to execute any and all documenty
and take actions reasonably requested to effectuate this Assipnment and Assignee’™s rights in the
Patent Rights, including any oath or affidavit relating thereto, 1o cooperate to the best of the
ability of the undersigned with Assignee in preparing and executing stalements and giving and
producing evidence In support of the Patent Rights, and to perform any and all scts reasonably
requested by Assignee o obtain, enforee and defend the Patent Rights and vest all rights therein
o Assignee as fully and entirely as the same would have been held and enjoved by the
undersigned #this Assignment had oot been execuied.
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Name: Charles Bishop
Titke: President and Chief Executive Officer
Date; March 4, 2013

Witnesses:

The parties oxecute and deliver this Assignment by their respective signatories below.

OPKO 1P Holdings 1, Ine

Name: Steven D, Rubin
Title: Thvector
Dater March 4, 2013

Witnesses:
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Exhibit A

Patents Previously Held by Cytochroma Ine,

Application No,

Filed

§ Conntry

Tasuand

Patent Ne.

Fiile

2002302283

3233002

Ausiralin

A RETINGIC ACID

METARBULIZING
CYTOUHROME P80

Canada

2348833

& RETINGIC ACID
METAROLIZING

, ,»;:YT(}CHROW P430

Egropsan

- Patent Office JREATN
' N CYTOCHROME P45
ITHDELNP S232MT | Indie - - ARETINOIC ACID
1 METABOQLIZING
CYTOUHROME P4s0
JMVTIINTANS &232002 Japan = - ARETENOGIC ACID
METABQLIZING
,,,,,,,,,,,,,, OYTOCHROME P43
CAQRU0TSS 3RI2002 PCY i - A BETINODIE &

METABOLIZING
CYTOUHROME P430

o
e}
o
Sy
Bl
o

&0

Liited Siatey

of America

273672008

RETINOGIC ACID
METABOLIZING
CYTOUHROME P45y

SEAR0GT

Einited States

ARETINGIC

- — ALH?
of America \1?‘}” XROE !? 0
2331640 PR Canada e e

»&B),}..l\&. ()i)?NG
NUECLEIC ACHD
MOLECULES AND
METHORS aND USER
THEREQF

FHAERG03

Llaited Simtes
of America

1073/ ﬂ(?f»

PISOHALZPIS0
CYTOUHROME

68 ENCODING
NUCLEIC ACHD
MOLECULES AND
METHODE AND USES
THEREOF

CANTGIEEE

12720061

PCT

F\zcmzm \{
ACID MOLECULES AND
METHODS AND USES

CTHEREQY

TRATE006

United States.
of Americs

R232008

D,

7579339

PASARALT (P9S80
CYTOCHROME 2683,
ENCODING RUCLEIC
ACID MOLECULES AND
METHODS AND LSES
THEREQF

{25053465:213
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Application No.

Country

7 bsusd

Patent Na.

Title

TE/R6450

Pnited States
0f Americy

-

PASORAL-Z (P450
CYTOCHBOME 2683,
ENCODING NUG
ACIHD MOLECULES AND
METHODS AND USES
THEREOP

L 2001230218

24300

- Australia

S

A THYMUS BXPRESSED
HUMAN CYTOCHROME
PASUPLRUTEC)

Glonidaza

I200T

Buropean
Paterdt Offige

A THYMUS EXFRESSED
HUMAN CYTQCHROME

 PASGPASOTRCY

TIBETITRGSE

47202001

Japan

A THYMUS EXPRESERT
HUMAN C¥T £

PASO{P42

202010287

F22001

Mexico

A THYMUS EXPRESSED
HUMAN CYTOQCHROME
o)

CARLO0S4T

F2072007

POT

A THYMUS EXPRESEED
HUMAN CY TOCHROME
PASD (PASOTEC)

TR23TATR

14‘3{}03

Lhiited States

of America

THYMUS EXPRESSED
HUMAN CYTOUHROME
PASPASUTERY

ROI9RA1T

$730:2000

Uniied Stites
uf Amerion

HUMAN OYTOCHROGME
PASOTEC

L2088, 785

United States

of dmerica

HUMAN OY TOCHROME
PASETED

2484244

Canada

PG 24 (YN
EXPRESSING CELL LINE
NI ] HODS AND

S THERBOF

CADZO062D

PCT

T STABLE CYTOCHROME

PASE 34 (CYP24
EXFRESSING CBLL LINE
ANDMETHORS AND
LISES THEREQR

[RURTSEE

Uhnited States
of Amaeriea

T 2R8AnT

STABLE OY TOCHEOME
PASE 238 (CYP2N
EXPRESSING CELL LINE
AND METHODS AND
USES THEREGQF

607376, 808

A0

United States

of America

LINE FOR DRUG
SCREEING

2494872

PR30

Canada

CYTOCHROME P450 24
FOXP24) MONDCLONAL
ANTIRGDY AN
METHODS AN USES
THEREQF

DITEENY
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Applivation Mo,

Filed

Country

fssued

Patent No.

TFitle

JL013,435

12173004

United States
of America

82T 2008

7427670

IR

POYTOCHROME Pasy 23

{CY P24 MONOCLONAL
ANTIBGDY AND
METHODS ANIYLISES
THEREQE

SS30,8504

RN SRCAUA X

nited Stafes
of Ameriea

CYTOCHROME £450.24
(YRS MONDULONAL
ANTIRODY AND
METHODS ANDUSES
THEREOF

{23651

Cifada

CYTOCHROME PASOR AL
2 AND RELATED
PROTEING

§UADDOIAGS

1HTR2000

PCT

CYTOUHROME PASORAL
PROTEING

IB2003

United Siates
of America

81262000

relgted proteins

Cyvtochrome PASORAL2 and

RREIRET

§ 3 ter1aeg

United States
of America

07178314

272600

Wnited Stales
of Ameriea

DENTIFICATION OF
THE HUMAN
CYTOCRHOME P43G,
PAIORALT WHICH 1S
PREDOMINANTLY
EXPRESSED IN THE
ADULT CEREBELLUM
ANDY 18 BESPONSRIBLE
FOR ALL TRANS
RETINOIC ACID
METABOLISM

CARZAGIRS

iz

PCT

CCLONING AND

CHARACTERIZATION
OF A ROVEL HUMANR
OV TOCHRGME P43,
CYP 271, ANB A
HYBRID HOMOLOG
FROM XENCPUS LEAVIY

607267410

RO

Einited States

of Asnerica

.

CLONING AND
CHARACTERIZATION
CHF & NOVEL HUMAN
CYTOCHROME P45D,
CYPITCL AND A
HYBRID HOMOLOG

FROM XENOPUS LEAVIR

127902008

Uhrited Siates
of Amerisa

TALPHA 38
DIHYDROX Y VITAMIN
13 ANALGOS

SHRELBTE

2372006

United States
of. Anericd

COMPORITIONS AKD
METHODS FOR
TREATING
HYPERFHOSPHATEMIA
IM HUMANS

{ISORASS
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Applioatipe No. Couniry Tssued- Pateat No. | Title
60/413,84% United Statey | - w METHOD OF TREATING
of America YITAMIMN I
INSUFFICIENDY AND
DEFICIENCY
26R3628 28008 | Canada o - METHODR OF TRESTING
VITAMIN I
INSUFPICIENDY AND
i QERICHENCY
SOORRIDIAI6T X HIR2008 | Ching o s METHOD OF TREATING
VITAMIN D
INSU mcz‘wm AND
B8%3TV3I 4 $2372008 | Buropean - s ME Hon (}F TREATING
Patent Office VIPAMIND
*wmuwa Y AND
2010304912 232008 | Japan - - wmzmn OF TREATING
YVITAMIN D
INSUFFICIENCY AND
: - DEFICIENCY
HO-ZO0GTOR404 A252008 | Kovea . METHOD OF TREATING
Republin of ITAMIND
INSUFFICTENGY AND
: , ) DEFICIENCY N
{BOS/0N3480 48250008 POT - METHOD OF TREATING
120597230 122472009 | United States | - N 3D OF TREATING
of America v;z? W‘m i
INSUFFICIENCY AND
BOE0, R84 HAR007 United States - o PROCESK
of America PRODUCING
PHOSPHINEOXIDE
VITAMIN D
PRECURSORS
26IR0%3 SIA32008 | Canady . o PROCESS FOR
PRODUCING PHOSPHINE
OURSONIBREE S SEAS2008 | China - ¥
PRODUCTNG PHOSPHINE
OXIDE VITAMIND
: - PRECURSORS.
087627212 SETIR008 | European - PROCESS FOR
Patent Office iy G PHOS
OXIDE VITAMIN D
PRECURSORS
TRSTHCHENPR2O09 | /32008 | India . . PROCESS FOR
PRODUCING PHOSFHINE
OXNIDE VITAMIN ©
PRECURRORS
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037436 FRAME: 0503




.«%.ppiimﬁﬁn Na.

Filed

Country

Issued

Patent No,

Title

20509007

H232008

Japan

! FROCESS FOR
PRODUCING PHOSPHINE

OXIDE VITAMIN D
PRECURSORS

CIRORTI

AR08

POT

PROCESS FOR

PRODUCING PHOSPHINE |

OXIDE VITAMIN [7
PRECURSORS

1328652

SI202008

United Sigtes
of Ameriva

Y8201

8,039.0876

PROCESS FOR

PRODUCING PHOSPHINE

QXIDE VITAMIN [y
PRECUIRRORS

A

]

L,

IAR3008

Tnited Sates

of America

STARILIZED 1,25
DY DROXY VITAMIN

T AND METHOD OF

MAKING SaME

00w

Canady

STARILIZED 1,25
DIHYDROXY VITAMIN
[ AND METHOD OF
MAKING SAME

2009801124297

3E200e

&

Ching

-

N

STABILIZER 1,
DIHYDROXYVITAMIN
DUAND METHOD OF
ARG RAME

geTIe

a3

Enropean
Pateny Oftiop

STABILIZED 1,25
DIHYDROXYVITAMIN
D2 AND METHOD QF
MAKING SAME

PLEG4YTIRZ

FIA 2004

Hong Kong

STABHLIZED 1,38
DIHYDROXYVITAMIN
DR AND METHOD QF
MAKING BAME

OSR0007

TEY

#

iy
il
i

242000

it}
o

ipen

STABILIZED 1 35~
DIHYDROXYVITAMIN
DI AND METHODQF
MAKING BaME

C AN

TR0

.

PCT

STABILIZED 1 25
DIHYDROXYVITAMIN
D2 AND METHGD QR
MAKING S4ME

FILIDH

RTARILIZED 1,28

DIHYDRGEXYVITAMIN
DI AND METHGD OF
MAKING SAME

4

BI200G

of Awerica

- FR

SRASED
BIOERNSOR T
QUANTIFY 23
HYDROXYVITAMIN B

TOTA06RS

L

ARG

Enrapean
Patent Office:

METHODS ANE
COMPOSITION FOR,
MEASLIRING THE
AMOUNT OF VITAMIN D
PERIVATIVES

el A
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Application No. Filed Coeatry Tssued Patent No. | Title
IRIDOOT Y NEL T PCT METHODS AND
COMPUSITION FOR
MEASURING THE
IRIRA42 IR0 1 United Siates i s :
of America HON FOR
MEARURING TH
AMOUNT OF VITAMIN D
AAAAAAAAAA DERIVATIVER
HLT1R.030 TL26/2008 | Uniied States. | - METHOD FOR
of America SYNTHERIZING
§ 1 ANALOGS
2744591 L8009 | Canada - METHOD FOR
SYNTHESTFING
, VITAMIN B ANALOGS
ODIRBTERVIAT 1172572009 | China - - METHOD FOR
SYNTHESIZING
) VITAMIN DANALOGS
HOSIRIHE.S T1232000 | Burepean ~ METHOD FOR
Patent Offies Y NTHES
‘ _ A VITAMIN D ANALOGS
SARVCHENR2EL | 11232000 | India -~ - METHOD FOR
SYNTHESIZING
. D N VITAMIN D ANALOGS
201 L-S3T7H0 LR52009 | Japan - . METHOD FOR
SYNTHESIZING
TAMIN D ANALOGS
CADNNT687 BCT - v VETHOD FOR
SYNTHESIZING
,,,,,,,,,,,,,,,,,, VITAMIN I ANALOGS
13131176 THAR201E | Ubited States | - . METHOD FOR
- of America SYNTHESIZING
[ VITAMIN D ANALOGS
S1 347,348 L6200 United Swates - - PHOSPHATE
of Amebrics MANAGEMENT WITH
N SMALL MOLECULES
746833 12672040 Canada ~ - PHOBPHAT
MANAGEMENT WITH
1 SMALL MOLECULES
FRPE R RS R S 260G | Baropéan - PHOSFHATY
Patert Office MANAGEM ITH
- SMALL MOy ES
CIZIUS3IAA 1262010 | Hong Keng PHUSFHATY o
MANAGEMENT WITH
) SMALL MOLECULES
2011596558 1262010 | Japag - PHUSPHATY o
MANAGEMENT WITH
SMALL MOLECULES
CAINDGT 25200 | PCT - - PHUKFHATE
MANAGEME
,,,,, SMALL MO

{Is082405, 08
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A g’}p?iéﬁ&izims M. Filed t?‘auniry Issued Patent No. | Title

1316 517 MEIR20TE 1 Uinited States aw s FHOSPHATER
of Aumerica MAKAGEN
SMALL MOLE

TWITH

RGOS LR 4
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Exhibit B
FPaients Previously Hedd by Cytochroma Ine, aud Proventiv Therapeutios

Apphestion No. | Filed (.’()‘txmryﬂ Igsued Patent No. | Title

SO913,848 L 42RO United States | - s | METHODS AND
of America | COMPOUNDS FOR VITAMIN
- . D THERAPY

2684778, - HIS008 | Caoada - .- - METHGDS AND
‘ COMBOUNDS FOR VITAMIN
D THERAPY

087469151 47353508 | Buropean ~e - METHODS AND
| Patent Office COMPOUNDS FOR VITAMIN
....... £ THERAPY

JI0-50632 GIER008 | Tapan - N METHODS aND
| COMPOUNDS FOR VITAMIN
B THERARY

LIN0R/61 586 FHEA008TTRET = METHODS AND
COMPOLINDS FOR VITAMIN
D THERARY

Y]
]
)
o
o3
)
o

CAS2050 | United Siates | — - U METHODS AND
of Awmericy COMPOUNDE FOR VITAMIN
,,,,,, ‘ D THERAPY

SHES &R SR 42FI0T | United Sates |- Methods wod Compositions. for
1 ol America Contralled Release (ral Dosage
pia Viemin D Compound

2683997 L AISI008 Canada < 1 ORAL CONTROLLED
RELEASE COMPOSITIONS
COMPRISING VITAMIN D
COMPOUND AND WaAXY

CARRIER

METHODR ARD
COMPOSITIONS FOR
CONTROLLED RELEASE
ORAL DUSAGE OF A
VITAMIN D COMBOUND

2O0RS0013IST.6 | 4250008 | Chima 1 - -

DRTIES08.S 42532008 | Buropenn METHODS AXD
Patert Offlee | CUMPOSITIONS FOR

: CONTROLLED RELEASE
ORAL DUSAGREGR A
VITAMIN D COMPOUND

{B108698.7 4252008 | tongKong | ~ METHODS AND
COMPOSITIONS POR
CONTROLLED RELEASE
ORALDOSAGE OF &
VITAMIN B COMPOUND

P 20T0-508320 4/25/2008 | Jupan o “~ ORAL CONTROLLED
RELEASE COMPORITIONS
COMPRISING WITAMIND
COMPUUND AND WAXY
CARRIER

10-2009-T024328 | 252008 Kares, e | ORAL CONTROLLED
Hepublicof RELEASE COMPOSTIONS
COMPRISING VITAMI 3
COMPOUND ANTF WAXY
CARRIER

irsvRses D
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Patent Office

i Applieation No. Filey Country Essped Patent No. | Title
P UR08/61879 428 PCT . METHUDRS AND
COMPUSITIONS FOR
CONTROLLED RELEASE
ORAL DOSAGEOF A
5 VITAMIN BCOMPOUND
137109,983 42502008 United Statey | - e Mothods and Compbositions for
of America Controlled Belease Oral Dosage
7777777 . of g Vi Lm‘m BC mmmm
2848738 4728130068 Buropean . e

GEER011

Linited Sates
of Amwericg

A6/ 2012

B207. 148

HOD FOR TREATING
SECONDARY
HYPERPARATHYRODIDISM
INCRD

1 I '){"

SR

Uinited States
of Americs

METHODS FOR
CONTROLLEDR BELEASBE
ORALDUSAGEOF A
VITAMIN D COMPQUND

6B I3 148

A2 13006

tnied States

P METHOD OF TREATING

aff Americs AND PREVENTING
SECONDARY
_ HY POTHYROIDISM
JHSS4ER 212007 | Canads - METHOD OF TREATING
AN PREVENTING
SECONDARY
. HYPERPARATHYROINSM
B78S0277.3 8212007 | Buvopenn - “ METHOD OF TREATING
Patent Coffice AMD PREVENTING
SECONDARY
R T e T HYPERPARATHYROIDISM
2009-5167258 HRLA00T | Japan - - METHOD OF TREATING
AND PREVENTING
SRCONDARY
§ HYPERPARATHYROIDISM
USDT71768 2122007 | PCT METHOU OF TREATING

AND PREVENTING SHPT IN
THE EARLY STAGES OF
CKD

2345502

United Stares

of Amerion

8,339,677

METHOD OF TREATING
AND PREVENTING
SECONDARY
HYPERPARATHYROIDISM

137680087

FIAF012

United States
of Americy

METHOD OF THEATING
AND PREVENTING
SECONDARY

CHYPERPARATHYROIDIEM

{283

PATENT
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Applivation No,

Fified

Country

Tssned

Patent No,

i Title

S104] 858

AR08

Uinited States
of America

-

METHODE OF DAGNUSRING
VITAMIN D DEFECIENCY,
SUSCEPTIBHATY THERETO,
TREATMENT THEREOF,
AND PREVENTION
THEREOP

1161292

KRR Gt ey

United States
af America

Methods of Diagposiing Vikkmin
I Deficivaiey; Susceptibiiity
Thereto, Tréatment Thereal, snd
Prevention Thereonf

2714508

1353008

Canada

METHOGDS, COMPOSITION
LISESR, ANDKITS USEFUL
FOR VITAMIND
DEFICIENCY AND
RELATED DISUORDERS

200

3

Thing

i

METHODS, COMPOSITRONE,
USES, ANDKITS USEFUL
FORVITAMIND
DEFICIENCY AND

RHJ\? FD D ’\O}" B%R‘%

DUTISNNT &

422000

Eurapean
Patent Offiee

é‘f}i{ ér‘m m D
DEFICIENCY AND
*LATED DISORDERS

F7242009

Hong Kong

10D, COMPOSITIONS,
*\“«li)i\HSLSL FUL
MIND
DFFZGEN( Y AND
RELATED DISORDERS

FO-2010-7024 664

Kores,
Republicoof

METHODS, COMPOSITIONS,
USES, AME KITS USEFUL
FORVITAMIND
BEFICIENCY AND
RELATED DISORERS

4243009

PO

METHODS OF DIAGROSING

VITAMIN 0 DEFICIENGY,
XLKL EFTIRHITY THERETG,
TREATMENT THEREQF,
AND PREVENTION

13035143

BPS EE e

0010

Linited Stutss
of Aroorica

METH( }I}Q (”f“}\’i"’()“i?Ti{“g {5,

KELATE i) D}‘«{}MJLRS

617318,

ERRISA Y

United States
of America

Methods and Compositinns for
Adminiswation of a Vitamin D
Cenmpound

S1A405 196

G200

Ulnited States
of &merioa

METHODS AND
COMPOSITIONS FOR
CONTROLLED REL L‘AS}:

ORAL DOSAGEQOF A 2
HYDROXYVITAMIN {)
COMPOLIND

REEL: 037436 FRAME: 0509
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Application No, Filed Couniry fssued Patent No,
2TGTIRY IR2G:3 Canada e -
COMPOSITIONS FOR
KEDUCHNG PARATHYROD
2011800332274 | 32wl | China - METHODS AND
COMPOBITIONS FOR
REDUCING FARATHYROID
. LEVELS
£1783340.4 NN | Buropedn - s METHODS AND
Patent Offies COMPOSITHONS FOR.
REDUICING PARATHYROID
_ A LEVELS
MIOTE-NEELET o 3RO Kaorea, o METHODS AN
Reguiblic of COMPOSITIONS FOR
REDUCING PARATHYROID
POTAISTIANOL | 3292011 | PCT - - METHODS AND
SOMPOSTTHING FOR
NG PARATHYROID
PIBAREAS WETE2GL2 Uniied States. | - - METHODY AXD
of America COMPBQRITHONS FOR
REDUUING PARATHYRQID
bbbbbb LEVELS

e ‘. R
R aaa R B Ok

REEL: 037436 FRAME: 0510
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Exhibit
Patents Previousty Held by Cytochroma Inc. and Johns Hopking University

A.pgiii"ksstiﬁn Na,

Fileg

Country

Yssued

Paient No.

24ERIM

61372003

{anada

2010

THER3A4

G3003

Switzecland

2012

COMPOUN

ATITINEA
IT2TI05

&132003

Cerpany

L3612

24SULLFOXIMINE

VITAMIN D3
COMPOUNDIS

Furopeen Batord
Qffice

2012

248U I‘U\}Mi\f}

Spain

R Eit) el

T SULFOXIMINE
VITAMIN 13
COMPOUNDS

S 132003

France

PISLIT2S

24-SULFOXIMINE
VITAMIN D2
COMPOUNDS

IIITIO8S
ATRTIRAS

&1 3003

Linited Kingdom
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