
4.5 

EXH!Bff 4-1 

CONSENT TO ACT AS A SUBJECT IN AN EXPERIMENT AL STUDY 

TITLE: THE RAYNAUD'S TREATMENT STUDY 

INVESTIGATORS: WILL !N APPROPRIATE !NVESTIGATOHS FOR EACH CUN!CAL UNIT) 

''i'ou are being <1sked to join u c:.linical reseMd, study. The doctors ;;it ONS flTUT!ON) are studving tl1e nature 

ol dise;:1se and ore <ltternpting to dev(:.:!op ;rnprnved methods of diagnosis und tre;:1trnenL This is called clinical 

research. In order to der:ide vvhether or ne:t you should aqree to be part of this research study, you shouit! 

understand enough i:)bout its risks arid bGnefits to rm)ke an informed judgernenL This process is u,lied 

informed consent, tmd 1s rneant to te!! you about the study and answer any questions you nwy have. 

DESCRIPTION: The f instituuon.l is part of a nation-vvide study in which the eH<:.,cW of 4 treatments tor 

Raynaud's D;sr:.:ase are cornpared. Sixty puuents vvil! be recruited from !INST!TUT!ONL i:md a tott=il of 300 

0atk1nt::, wi!i be ,rnked to join acrnss the country. You rwve been asked to ioin this study because ol your 

report of attacks to your tinf_g'irs of numbness, tingling <1nd color change, in which blood flow to the hands 

or foe, aln1ost stops, mainly durinq cold weather. 

The study compares the effoct of two uniike drug treatments and two unlike non·drun tr<:.,atrnents. You 

will be assi9ned to one of these four tremrrmnts by chance (like the fiip ol a coin}. It is possible that the 

effectiveness is ditforent for the four treatments. It is likely that sorne di-f"k,rences in sirJe effects will be 

found bet,N;s.en the four treatments as well. Tt,<:., purpose of this study is to compare the four tn:iutrrHmts to 

find out which, if any, works best. The drug tre;;1trnents am ProGardia XL {nifodipine XL), a drug vvhich 

dilates the biood vessels to th1;; hn91,n~.; oi plaGebo, a pill that conti'lins no drug or rnedicu tion, l! you arn 

assigned to one o-f rhe tvvo drun treatments, neither you nor your doctor \Nd! !-::now vvhich treatment you are 

receiving, 

The non-drug trnatrnents both invohrn biafoedback, This is a process in w~Hch p!:iopki h~i.Hn to change 

a body function with thi:i help o-f a device that me<Jsures small changes in thut func:.tion, nie two non-drun 

treatment~, in this study are temperature bio ! eedb;;JGk ,md rnuseie tension biofoedback {called EMG 

biofoedb<1ck). If you are <:s.,,ioned to wrnperaturn or Efv'!G biofeedback., vou \Nill !earn rnenta! methods to 
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attempt to c:nntroi Raynaud's svrnptorns, Unlike the drug tnwtrnent eonditions, where you and your doctor 

1,vil! not knovv whid1 drng you are receivinq, you ,md your doctor/therapist 

wm know which<blofoedback tre<1tnient you are receiving. 

Ba-fore ym.1 can be assigned ti:1 one of the four treatments, Hm fact ti-mt you have Rayni:1ud'i. Disease 

must be confirmed by a check~up \•Jith a doctor, as w~I! as hiood and urine ksts. The blood test will require 

,:'i tabiaspoon {15 eel nf i:iiomj to be drnvvn froro a veh in your ~mn. You wi!i ,;1lso have a sarnp!e of your 

blood stored for iuturn tests. This sample vvil! rnqufre another tablespoon of blood i 15 ci::l of b!br;d. Shou!d 

it turn out that you have some other condition i::8using your Raynaud's Disease, yo:...i ,...,ill not be asked to 

remain in the study any further. If you are a fomde, ,:1nd of chiid-bearint1 wie, ::; ur:ne pregnancy test win bll 

perfo!'med. lf you are prenrwnt, ym, will not be a&ked to remain in this study ar1v further. If YOlJ do have 

Rc.1ynat.1d'B Diseasa. you 'Nii! be ;;.tsked to reroain in the study. If you are toking drugs for Raynaud's Disease 

right now, you wiil be asked to stop takiniJ them at this poirit. · Your complete p.:1i"tkipatir;ri in this study after 

this initial visit win take about 17 months. After ttie initial yisit, you 'Nill enter a on<cHrn:inth phase in whiQh 

vou wi!I record your syrnptmns, fill out s,wur,:1! forn·1s, ilnd take a "coki tesl" oi the hands. All of these taskH 

wiH be described in more detail beiovv. 

During the four weeks beforn you Emt<ff treatment, you 1Nill be ;;.isked to keep a ,01My in which you record 
. . . . 

each attack, at the rirne it occurs, on a m.1rd desi9ned frir this p;.1rpose. You are asked to c.:Hy this card with 

you at all tirnes. You wiU also be asked to record your symptoms each evening on the end.,oi ·t.t~§!::f.l.~.Y .. reGcm, 

,, quick checklist or yo,ir r:iaynm.itJ\:; symptoms dudri(l th;,t day. During one visit to thi:i i:!inic, you wij! be 

asked to hi! out a set of forms that vvili take about 4fiminutes ol' yourtirne. These fotrns. will a~k questions 

about ymir Hoynaud's symptorns, how you are coping ,r.tith the syrnpwms, Bnd how your life is goin9 8t U1:u 

time. 

For the cold l!iH of your hands, yoiJ w:!I 90 to ;:'! laboratory. You vvili be asked to p!&ce one tinger in 

a cuff. The i::uH will be blown up like a blood pressure cuff, and your fin9er will be cooled for five rninutes. 

Wl-ian your finger is col)!, rhe pressure in ttie i.:.:uH will be slmNly released, and the blood pressure in your 

finger will be measured, This will be d(ir11:i ;:1 total i:if four times at different temperatures. The tarnperntun.:.itl 
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will r,.mr,ie from room temperntum to the temperature inside a refriqr:;rawr. This tesiinq session vvill require 

about 1-2 hours o i your time, 

After these tests, you wil! start one of the -four tn~atrrnmts, If you are assigned to a biofoedb<.1ck 

treatment, you wil! be asked to visit u binfoedbac:k therapist twice a week for a total o-f 10 sessions, or about 

S-10 wi3;1:d,;s, After a fmN rnonths, you rnay be asked to come in for tmother 4 sessions. It you are assigned 

to ::1 druq trnatrnent, you will be asked to visit one oi thi:i doctors once a 1Neek for about 5- 10 vveeks. 

After this, you wii! continue with the treatment you rnce1ve for a little over a year. During that tirne, 

you 11Vil! be asked to return tor br:ef check--ups with a doctor or nursi,:i about every three months. At tvvo of 

these visits, a blood sarnp!e {about two tab!espoomd will be taken. !n cJddil!on, about U,ree months and 

fifteen n,onths after you srnn treatment, vou ,J\ll!! be asked to repeat the assessments that were done before 

you started tre::1trnent: keeping the dimy., fii!inf! out fon·ns, and taking the coid test. Dura1g vour first and 

second 1Ninti,ir in ;he study {Jam.wry throu9h Mari::hl, you wi!! again be asked to complete the end--ol'-Fie-dav-

report. 

RISKS AND BENEFITS: Risks knov1n to exist vvith nifodipine treaummt inc:iude iow hbod pressure, d,z.2y 

spells, heart burn, and swe!!inri of the teat, Biofeedback trnatrnent has no kncn,vn side etfocts, if '{OU were 

taking drugs for your Raynaud 's syrnptorns ta~fore vou started ti,e study, stopping Hi<:; dru9 could result in 

z.n im::rea::.«j :n these symptoms, Drnw1n(.J blood from a vein may cause soreness, bruising or sweliin9 at the 

site of the puncture, and verv rnm!v, it rnav cause vou to foe! taint, The cold test ol your hand rnay result 

in discomfort or returr. of RByrwud's symptoms fron'l putting your hand in the cold box. Although we cannot 

assure that b£m0lits will result to 11ou for your joining this study, there is the pos::,ibility that vour Raynaud's 

syrnptoms wd! decrnc.1se ;:is a n.'Jcsult of the treatment to which vou are ass1nned. 

ALTERNATIVE TREATMENTS: Other treatments used for R~wnaud's Disease include avoiding things that 

maki,:i vow· syrnpmms worse, relaxation exercisi::s, ;,md drugs such as a short-acting version of nifridipine, 

ddtiazern and prazosin, 
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NEW INFORMATION: If new infonr1ation, either f!O<Jd or bad, about the study treatments comes to y<HH 

doctor's attention during the course of this study, which may relate to your desire to rernain in the studv, 

it will be ~1iven to you. 

COSTS AND PAYMENTS: You will not be charged tm being in Ul;s stw:.lv, There wil! be no charge tor doctor 

visits, study dn.1i;1s, i::ir study !aborntory {blm.:id and tirine) tests, Tests done for other ciin1cai reasons will he 

charged to you or to your insurance company, You WiH not be paid for your time in the studv. 

COMPENSATION FOR ILLNESS OFHNJURY: You w:li not he paid tor any injury or illness resulting from this 

study, but any emergency rrnidii::,;il attention which mc.1y be rHiH;essary wi!! be provided. 

PREGNANCY: You wm be ,wked rn)t to become pregrwnt (hmnn the 18 rnonths required to complete the 

stvdy, and we ask thar you use some form of birth·Corrtml during this time. There are no weH controHed 

studies evaluating thi;! safety of the drugs being used on pregnant vvornen or women who are bre;;_1sdeedin{1, 

. . .. .. 

If you sho~Jld baGome- pre~n:ant, ytl1;1 ,,viii b~ asked to stop treafrnent while you are prngril:lrit or breasHeec!ing. 

We will confa,ue to assess t1ow you are doing once you !wve stopp11!d your tre<'ltrnent. 

RIGHT TO REFUSE OR WITHDRAW: Your participation is vofunrnry, ancl you may refuse to join the study, 

or may stop at any tirne, without 1:ierw!ty or loss ofbetHff1rn. Your doctors also have the right to wiH1drnw 

you from the treatrnent t:H <lfl'i tirne, 

!f you choose to 1,0.tithdraw frorn the tre~1trnerit 1 the foi!mr1ing procedures will be fol!ow1:id: 

.. We will contact your prirriafy docror, rngan:ling your pafticipati<m in the .sti..idy and inforn1 hirn/har of 

your decision to withdraw, so th<.1t he may rnsurne- your treatment . 

.. VI/a will aiso ask you to continue w partiGipata in brief foi!ov1r-up int1;irviews, in order io assess how 

you 8!'e (ioing once you have stoppad yow· participation. 

are ota personal nature, While •Ji.ie Would value youdi.JH part1c1patio:1; you have the right tQ refuse to answi.,~r 

qu0stions. 
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CONFIDENTIALITY; Every eHon will be nvide to rrn:)intain F,e confidentiality or your studv records, Agents 

of the {Institution), National i·foan, Lung and Blood !nstitut;:l (NHLBl}, and the Food tmd Drui~ Adrninistrntion 

{FDA}, 1J1.11!1 be allowed to inspect tt1os1~ seGtions of your medic~d and research records. The dutc.1 from the 

study rn::iy be published; howevi,a·, you '<Nii! not be listed by narne. If you desire, the results of the stud·/ win 

be shared with you at thf: end of the entire study. 

INDIVIDUALS TO CONTACT: !'f you need roore information i,bout this study before you dedde to ioin, or 

if you have any questions about your treatment, or your rights as a rm,eard1 subiEH;t, vou can contact any 

of the individuals listed belovv: 

{FILL IN THE INVESTIGATORS/CONTACT PEHSO!'JS NAMES AND PHONE NUMBEHS), 

In Gase of an emergencv, ple,:1se cal! (FILL !f\l THE !NST!TUT!ON'S EMERGENCY NUMBr:T{). 

'{ou 1,vil! receive a copy of this consent form if you agr<:H:.i to p;;irtic:ip,;ite in this research study, 

PATIENT'S STATEMENT OF CONSENT: 

! twvi:i n,iad the description of the diniui! research studv in this consent form and undersLmd it. H ! have any 

qtH;!St1ons I have ta!ked it over with one of tile doctors to nw satisfaction. i understand that rny pMticipation 

is voluntary, i know enouqh abnut the purpose, methods, risks and benefits of this research ~,tudy to judge 

that I vv:::int tn ti'lke part in it 1 hereby consent to pmticipate :n the Raynaud's Treatment Study. 

························-----------.············ 
Patients Siorwture 

-------...,.~----························---------

--···················------
Witness' Signature 

····························----
Date 
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