EXHIBIT 441

CONSENT TO ACT AS A SUBJECT IM AN EXPERIMENTAL STUDY

TITLE: THE RAYNALIDYS TREATMENT STUDY

IVESTIGATORS: FILL IN APPROPRIATE INVESTIGATORS FOR BACH CLINICAL UNIT)

You are bning asked 10 join o alinical ressareh study. The doctors at BNSTITUTION) are studying the naturg
of disesse and are attempting W devalop improved mathods of disgnoais and testmernt, This is called clinicsl
researcit,  In order 1o devide whether or nint vou shoudd agree to bie part of this ressarch study, you shouig
undarstang encugh about s risks and benefits 1o make an indormad judgernent. This process is called
informad conaent, and s rmmeant o el vour about the study and answer any questions you may have,
DESCRIPTION: The {nstitytion] is part of a nation-wide study in which the effects of 4 wsatmers for
Raynauds Dheense wre compared. Sikty patients will be racruited from BNSTITUTION], and a tutal of 300
patients will be asked 1o join acrass the country. You hava been asked 1o jain this study because of vouw
report of attacks to your fingars of pumbiness, tingling and color change, in which blmmd flove 1o the hands
or faet almust stops, maindy during coldd weather,

The study cormpares the effect of tweo widike drug treatments and two unbike non-dnig reatroents. You
weilf he agzignad to one of these four ragumants by chancs flike the fiip of & coind. it is possibie that the
effasiivaness is ditferant for the foy treatments. Ris ikely that some ditferances in side effects will be
foursd betwaen the four treatments as well. The purposa of this study s (o compare the four rastmants 1o
fingd out wihich, ¥ oany, works best. The drug treatments are Procardia XU {(nifedipine XL, a drug which
dilmies the biood veszels 1o the Hngers, orplacabn, a pill that contains no drug or medigatian, oy are
assigned 1o ane of the two drug treatmaends, neither you nor vour doctor will know wiich freatment you ars
rEUSiving.

The non-drug trestrnents both involve biofeedback, This is a progess i which paopds leam 1o changs
a body funation with the help of & davios that measurss small changas incthat funstion, The two non-drug
treatioents o this study are temiperature bicsleedbank and muscis tension biofesdback {called Ei\/?G

biafesdback}, f yvou are assigned 1o temperature or EMG binfsedback, you will leam mental methods 1o
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i

atterapt 1o wewttrol Raynaud's symptires, Unlike the drug trestrment condiians, whers you arndd your doctor
will not knaw whinh drug vou are receiving, you and your dosior/therapist
wiil know which biofeadhack treatment you are recaiving.

Ratore you can be assigned to one of the four treatmernts, the fact that you have Raynaud’'s Diseass
rust be condirmed by a check-up with a doator, as well as blood and unne tasts. The iHood test v will reguire
& tabigspoon (18 co) of blood 10 be drawn from a velr in your arm Yo will also have a sample of your
bl stored for future tests. This samiple will require srother tableapoon of Blood {186 cxd of blond, Should
i turn out that vou have sorne other sondition zausing your Raynaud's Diseass, you will not be asked W0
remain in the study any further. | you are a famale, and of child-bearing age, & unne pregnancy test will be
performed. 1 you are pregrand, you will not be askad to ramain in this atudy any further. I you da have
Raynawd's Diseass, vou will ba axked fo reroain in the study. If you are taking drugs for Raynaud's Disease
right now, you will be asked to s10p taking thern at this point. Your complets partisipatinrsn this study after
this initial viait will take about 17 mortha, After the iritial visit, you will anter o one-mumnith phass in which
viou will record your syreptoms, il out saverad fors, and take a "cold st of the harads. Al of thase tasks
will be described i more deiail below

During the Tour weeks befora you enter freatroent, vou will be = wwked 1o keep a diary in which you racord
«nch sttack, at the tme it ocours, on a card designed for this purpese. You are askad to carry this sard with

you at =l thmes. You will aiso be asked to record yous symplons sach evaning on the and-of the-day report,

# ik ohecklist of your Raynaud's symptoms duning that day. During one visit to ths clinie, you will be

asked to L out a set of forma that will take about 45 minutes of your time. These forms will ask guestions

about yvour Raynaud’s symptoms, hnw you are coping with the symptoms, and how your life is going at Uus
e,

For the oold test of your hands, you will go 1o a laboratory. You will be asked 1o place one finger iy
a cutt, The cuff will be blown up like 3 Hood pressure cuff, arad your Tinger will be cooled for live minutes.

Whan your finger is soof, the prassure in the cuff will be slowly released, and the blond prassurs i your

firger will be messured. This will be dore a total of four times at different temperatures, The temparaluras
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weill rangs from room tempersiurs 1o the temperature inside a refrigerator, This testing sassion will reguire
about 1-2 hours of your fime,

Afrar thess teats, yvou will start one of the fowr traatoents, H vou are assigned to & biofesdbach
treatment, vou will be asked 1o visit g hinfeedback tharapist twice i waek for g total of 10 seesions, or abwut
%10 weabs, After g few months, you may be asked to coma in for another 4 sassions. H vou are assigned
10 & drug treatreant, vou will b asked to visit one ol thi goctors once a wask Tor about &-10 weabs,

Afrar this, you will continue with the tresunent you receive for a little aver a year. During that time,
vou will be asked 1o return for brel checicups with a dosctor or nurss about every thres manths. Af two of
thess visita, a biood sample {shout twi tablaspoonst will be takern, In addition, about thras months and
fifteen roonths after you start tresirent, vou will be ashed (o repeat the assassmamts that were done before
o startesd treatrment: keeping the dizry, filling cut fonms, and wking the cold test. Dunng your Tirst and
second wiriter in the study arwary through Marahd, yoo will again be asked to complete the and-of the-day-

= abata

RISKS AND BENERITS: Hisks known teexial with nifediping treatmantinchuds low blood preasure, dizzy
spells, hesrt burn, and swelling of the fest, Bioteadbauk treatment has no known sitde effacis. B you were
taking drugs for youwr Raynaud's sympioms before you starfed the study, s10pping the drug could result in
ary inereass o these symptoms. Drawing bood from g vein may cause sorenass, bruising or sweliing at the

site of the puncture, and very ravely, it roay causs vou 1o feal faint, The cold test of yaur hand may result

@

iy discomtart or return of Rayaaud’s syoptoms from putting your hand in the cald box. Although we cannot
aszure that banafits will resull to you for vour joining this stugdy, there is the possibility that yvour Raynaud's

syraptoms will dacrease as g result of the wrsatment to which vou are assigned.

ALTERNATIVE TREATMENTS: Othar treatmems used for Rayneud's esase include avoiding things that
maka your syimpioms waorse, relaxation exercissas, aud divgs such as @ short-acting version of rifedipioe,

iftiszern and prazosin.

Patient’s Initials




Exhibit 4.1 {Conmtinued) 45

NEW INFORMATION: §f new information, either good o bad, about the study trestmants comes 16 your
doctor's attention during the course of this stusdy, wiiich may relate o your desire to rerpain in the study,

i owill De given 1o you.

COSTS AND PAYMENTS: You will nut be charged for being in tus study. There will s no chargs for doctor
visita, study drags, or study laboratory (bl and wing) tests. Tests dong for other chinica! reasons will be

charged 16 you or 1o your insurance company. You will not b paid for your time in the study.
¢ 4 Y y

COMPENSATION FOR LLNESS OR INIURY: You will not bs paid for any injury or liness resulting fron this

study, but any emergency mesdical attention which may be nucessary will be provided.

PREGRANGY: You will ba sskad not to become pregnant dunng the 18 mordhs required 1o complete the
siudy, and we ask that you use some form of hirth-contrnd during this time. There are no well contradied
studies evaluating the safety of the drugs baing used on pregnant women or woran who are breast-fending.,
if vou should become pregnant, vins will be asked to stop treatinent while you are pregnant or breast-feeding.

We will continue to assess how you are doing once you have stoppid your treatment,

RIGHT TO REFUSE OR WITHDRAW: Your participation i voluntary, and you may refuse 1o join the study,
o may stap at any time, without perally or loss of henetits, Your dontors alse have the right to withdraw
vou from the treatmernt 8t any thme.

i you choose to withdraw from the vextment, the following procadures will e followsad:

Me will conrtact vour primary dnotor, reganding your participation in the study and inform himiher of

your decision 10 withdraw, st that he may rasume your trestroent.

- We wilt also ask vou 1o continue to participate in brief folfow-up intarviews, o order (o assess how
v arg daing onae you have stopped yaur participaton,

Soms of the questions you will be asked during the course of the firgt meeting and follow-up meeltings
are of o personal nature. Whils we would value vour full pariicipation, you have the right 1o refuse to answar

e,
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CONFIDENTIALITY: Bvery effors will be made to maintain the confidentiality of vour study racords, Agents
of the Unstitution), National Haart, Lung and Blood Institute (NHLBE, and the Food and Drug Administration
{(FDAL, will be sHowed to inspeal thogs saeations of yvour medical and rexearch recards. The data from tha
study miay be published; however, you will not ba listed by name. If vou desire, the results of the siudy will

be shared with you at the end of the entire study,

INDIVIDUALS TO QORTACT: ¥ vou need roore information about this study before yvou deside to foin, o
o vou have any guestisns about your treatment, or yiour righis as a resgarch subjiet, vou can corgast any
of the individuals listad below:

{FILL N THE INVESTIGATORS/CONTACT PERSONSG NAMES AND PHONE NUMBERS).

in cuse of an emerganey, please ol (FILL IN THE INGTITUTION'S EMERGENCY NUMBEBER),

You will reaeive 3 copy of this consent form i you agres o participate in this ressarch study.

PATIENT 'S STATEMENT OF CONSENT:

§ have e the deseription of the chinizal research study in this consent form and understand . B { havse any
spaastions | have tallked it over with one of the docters 10y satisfaction, | understand that my participation
i waduntary, | know g about the purpose, mathods, deks sndd benefits of thils research study 10 judge

that | want 1o 1ake part in it § hersbyy consent (0 participate i the Baynaud's Treatmant Study,

Patiems Signsature

Padents Name (Please Print}

Witness' SBignature

{ate
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