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1. Study title Pond Strae!

Londan NW3 206
The MaxCmin Trial

A phase 1V randomised, open-label, multicentre trial to evaluate the safety and
efficacy of lopinm‘irf‘ritnnm'ir (4007100 mg bid) versus saquinav‘trlritonm‘ir
{1000/100 mg bid) in adult HIV-1 infected patients.

Final Protacol, version 1.1: 15" of February 2001

2. Invitation paragraph

You ore being invited 1o take partin @ research study. Before you decids it 15 imporiant for you
10 understand why the research is being dons and what it will involve. Please take time 0 read
the following information carefully and discuss it with friends, relmives and your GP if you
wish. Ask us if there 13 anything that is not claar ot if you would lixe moré information. Take
time to decide whether or not you wish to take part.

Consumers for Ethics in Reseacch (CERES) publish a leaflet enzitled “Medical Research and
vou'. This leaflet gives more information about medical reseacch and Jaoks at some quesiions
yOu may want id ask, A copy may be obiained from CERES, PO Bax 1363, London N16 OBW,

1. What is the purpose of the study?

The purpose of this study is 1o datermine which of two proeas: inkibizor combinations of drugs
i3 best at lowering the amount of the HIV in your bady and maintzining lavels suppres =d bzlow
the limit which the tests can curtently measuze. In addition the safety and wlerability of the
combinaiions will be compared.

This study compares the uss of either lopinavir with citonavic o saquinavic sofi gl with
ritonavir in combination with other aau-HIV drugs. Tha curtent srandard of care usss 3 drugs
from 2 classes of medications. The advantage of the swdy regimen containing ritonavic 83 &3
additional drug with either of the 1wo prot2ass inhibitors is that tais dug in small doses rais?

s

3w

>
3 51 -
b=

s Bload levels of both lopinavi aad saquinavic soft gel. This eliaws nwice daily rather th2

uree times daily regimen (0 bz used which should make them easiar 12 2256,

The main purposss of the trial are:

e 1o look at the differences in viral load beiween thoss on !op';,-,.'.'.-i:'z.itcam'ir versus
5i\-:;ui.n:wir»‘rimnavir

. 10 look at the effect on immune SIAUS in the two treatment groups by measuring €4 couns

o 10 lzarn moce about resistance davelopmant during treatment

. to leam more about the safety and tolerance of the two tr2aim2iLis

4, Why have I been chosen?

you pre bzing pshed to participate 10 this study becausz you &= IV positive and you 8
a .
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experiencing of that you have failed to mainiain viris suppression on you CUent regimen.
Appro:cimatcly 300 subjects world-wide will be in the study,

5. Dol have to take part?

1t is up to youto decide whether or not 10 take port. 1f you do decida 1o take pan you will be
given this information sheet & keep and b2 agked to sign & consant form. 1f you decide © take
part you are still free to withdraw at any tinwe and without giving & reagon. This will not affect
the standard of care you receive, If your paricipation in this study stops for 2n¥ reason, you will
pa asked to have the |aboratory E5ts and physical examinations tha ar¢ specified in the protocol
for early termination.

6. What will happen to me if 1 take part?

If you wish 10 participate in this study it will b2 discussed with you and blood tests taken 1o
daterming your suitabilin: for participntion (“scresning (2 sts™). If you re eligible 10 participate in
vne study you will B2 asked to meat again {Day | in study). At Day 1 you will be esked to give
datails of your madical history and have some more blood tests (axen.

Participants in ng study will b2 randomised equally (like tossiNE & coin) 1o receive either

+ lopinavic ¥ ritonavic (800 mg 100 mg twice daily)
or
» saguinavir ¥ ritonavis (1000 mg * 100 mg twice daily)

The randomissd treaiment will be given in €O nination with at 225t o other anti-HIV drugs
Which othes drugs ¥od will raceive in combinaion with the randomised treatmant 15 soticely U2
to you and yous dactor to dedide The only rzsriction i3 that 2 protaeds inhibitor €an not be
meluded, There s @ 1 inn 2 chance that You will receive each regiman- This is &n 0p20 study 2ad
both physician and patisnt will know what they a7 receiving. All thzze drugs are o be taken 1w
imas a day with food and watar.

you will remain on the chasan combination for {he duration of tnz trial unless sids efrecis DOTNE
ar vou show Sigh of redused effectof e study treatment.

B ' - T . A = &
Samolgs dunne sy You will be szen for srzening and Dav | 23 described above 1. 2=
amples for safzy analvs2s, vieal mzasures ai

Weeks 4. 12, 24, 30 and 48 in the study, Blood sampl
lymphosyis subsats will be taken each visitand you will b2 gxaminzd.

.A.pp:o.\'immel.y 20-40 ml (34 tahlespoons) of bload will ke f2ken ™ each draw (o2
:'.ppmximutel}’ 250 mi)

ar each visit, you will be asked aboui 2a¥ medications you right have taken since the last Vi
and ny illnzss that might have occured since the last visit, Amv changss i your madicaie
and’or your health will be recorded, )
you will bz asked to reurn 19 the clinic, at the end of the study, for a follow vp visit. Atthts
visit, vou will have a compleiz phy sical exanination, including vital signs, wrinz and b!oc!d 25t
Far satety, blood Lests 1o S the activity level of yout HIV vires and 10 cheek on yous imm
gvser YOU wili be asked abow any¥ mzdicaions you might have aken singe ths last v ®

Copy made on: 29/07/2020

WITNO0644122_0002



Page 3 of 6 MaxCminl Version: 1.1 15™ February 2001

Subject inkials___

any illagss that might have occurred since the last visit. Any changes ia your medications and‘er
your health will be recorded.

The study takes 48 weeks and includas approximatzly 6 visits to the dactor and nucses who are
conducting this research.

7. %hat do I have to do?

While vou are pacicipating in this study vou should not uss any medications (over-the-counter,
prescription, of illegal) without approval from the study doctor.

S. What is the drug or procedure being tested?
Lopinavir, saquinavir soft gel and ritonavir are all licensed medications for HIV disease. They

are all protease inhibitors and have shown potent activity against HIV. The Lopinavir will taken
400mg capsules twice daily, the saquinavic soft gel will be given es five 200mg capsules

a5
wice daily and both drugs will be talen concurrently with ritonavir 100mg twice daily.

9. What are the alternatives for diagnosis or treatment?

Alternative treaiments or procedurss ane availabla for tha treatmaat of HIV, including approved
pad investigational drugs, Your doctos will diszuss the bensfits and disadvaniages of aliemative
treatments for HIV with you.

If vou end participaiion in the study or if study treatment is discontinuad, vour study doctor may
recomymend an alizmative Lrzatment for you. The study spoasor €025 not p2y for altemative

trzaimzais.
10, What are the side effects of taking part?

Lising & needie and syringe (o remove blood from the vein is called "2 blood draw”, It may b2
nacessary to inseri @ needie into your vein morz than once iF blood doss not come out the first

s At each scheduled blood draw, & new nesdle will be used. Dusing blood draws you may
have pain and'er bruising 2t ihe place on your amm where blood is t2ken, Blood clots can form
and infections may eccur, bus thass very rarely oceur. 1 vou feel faint during of after a blood
g-aw, vou should liz down right away 10 avoid falling down, thea vou should notify one of 2

surdy stafl.

As ona peason for this study is wo leam mo:e abaut the possible sids effesis of th combinations
of srudy drugs. it i5 imporiaat that you tell the study stafl abouwt any symploms oF conditions (hai
yOu eXperiense.

Lopinavir
The major toxizity of lopinavis is diarrhosa and rise in lipids. Some patients also develop nausa
and vomiting. '

Sagquinavir
Haadashes 13 128 most commonly reported sida effect. Other commaal
" q »
2 et

g:s:rci:z:szizui (diarrhoza and loos: g100l3, nawsd, on abdominal pxin)-

-
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Ritonavir .
Ritonavir is associated with liver toxicities, rises in triglycerides (fat in the blood), oral
paraesthesias (tingling of the lips) and diarrhoea. These side effects are rare when at the dosing
uszd in this study.

Saquinavic/ritonavir should be taken in conjunction with a meal. No food restrictions are
necessary for the administeation of lopinavicfritonavir.

There is 2 possibility that your virus might become resistant to the tr2atment in this stud} Your
doztor will be following your progress very closely and will explain your treatment options to
you if it becomas nacessary.

11. What are the possible disadvantages and risks of taking part?

It is possible that if the treatment is given to pregnant women it will harm the unborn child. For
female subjects, it is therefore very important that you do not bezome pregnant during this study.
If you are & woman who is able to become pregnant, and choo:, to have sex during this study,
you must agrae 10 use a medically acceptabls method of birth contro! throv ighout the study.

Certain brands of contraceptives that you take in pill form are not acceprable for this study dus to
possible interaciions with protzase inhibitors. Your docior can tzll you which brand is
azceptabls for vou to use, Medically acceptable bisth contro! methods include:

« Condom and spermicide
» Diaphragm and spermicida

Even if vou us2 a medically as fcp:nblf‘ birth conirol mathod, vou could still becoms pregnant.
You are aware that not having s2x is the only certain way to prevent pregnancy. Therzisa slight
chance tha: o pregnancy test could be wrong. 1f the pregnancy te5t 15 wWrong. and you receive the
study meadicazion while pregnant. the drugs may harm a2n unbam baby. The effects of thess
drugs on an unbom baby are unceriain

12. What are the possible benefits of taking part?

It is not known nor 15 it guarantzed that you will receive any benelit from weatmant on this
study. It is possible. however, that treaiment may prov ide bonf- 5:o;pin‘z or decreasing the
viral eetivity in vour body, In addition, you will receive the beaefit of healin information aad @

chance 1o be in a reszarch study to increass knowledge of HIV treaimant for fususe suffzeers.

13. What il new information becomes available?

cames availablz about the

Somatimes dusing the course of & research project, new information be i
doctor will t2ll you about 1t
ou
e If

traatment'drig that is being swedied. IF this h:lppen:-. vour res2acch
and discuss with vou whether you want to continuz in the study. lf}
research doctor will make arrangements for vour care 1o continu
tha study vou will b2 asked to sign an updated consent form.

.-&E:.o, on receiving new information yous ressarch dostor might con ider it to be in your bas!
interests 1o withdoaw vou From the study. Ha'sh2 will explain the rzasons a and arrange for your
ch.taw coatinug :
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14, What happens when the research study stops?

You have the right to leave this study at any nme. 1f you do not want to be in this study, or if
you leave this study, there will be no disadvantages of loss of benefits that you deserve. If your
pa.nlcipazinn in this study stops for any reason, you will be asked to have the laboratory 12513 and
ph:;sical examinations that acé specified in the protocel for easly terminaiion.

If you wish 10 laave the study, pleass c;g_l_}__;am_gxembﬂ.‘r of tha research tzami

Tony Drinkwalsfi  GRO-C } bleepicro<

70% Cuthberison ‘,—_.-_.-.-.-.-.-._._._._.__.5b‘“P5559-*-35 J
your participation in this study may be stopped at any time without you being asked. Your
parsicipation will be stopped if continusd participation is not in your best interest; yous

compliance with dosing, visits, oF other study procedures is poor, elc.

gipce the study drugs aré licensad for wse in HIV diszase you can. coatinu your treatrment after
tha research study Stops.

15, What if gomething goes wrong?

fn the evenm of an illness OF injury that iz raasonably dets mined to b2 related w0 the
s Aministrasion of the study medication, paymant far reasonable medizal and hospital costs MY
be provided. By signing this informad conssat, ¥Od have not given up any of vour lzgal rights.

16, Will my taking partin this study be Kept confidential?

Everv reasonable effort will be made 10 keep your medical records privat. Oaly the sty
dastor and 1he ¢ search stafl, sponsor (CHIP) of regulatory agenciss pnd Ethics Commites will
have access 10 Inspest confidential data. By signing this consent, ¥ou hereby give permission for
tna doctors in Chargs of this study to releass tne infarmation regarding. Of obained a3 a result of.
vour participation in this study o thase entitizs.

Al pmedical records that reveal yous (dentity will remain privaie, excEp that they will bs
p:o-.'i,:‘sa:d a3 poted above OT 8% may be required by law.

{7, What will happes to the results of the research study?

Results of the 12! will be published afies e statistical analysis has been peciormsd and o repot

has been submitizd 10 the relevant regulatos authorities, You will not be identified by pams i
any published results of this study.

15. Who i3 organising and funding the research?

The University of Copenhagen HIV Programms (CHIP)1s funding this study-
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19. Who has reviewed this study?

An Independent Ethics Comminee, The Royal Free Hospital Local Research Ethics Committee,
has reviewed the objectives and proposed conduct of the gudy and has given an
appmva’ufm-oumble opinion of 1t.

20, Contact for Further Information

If you or your relative(s) have any que stions regarding the study or in the CASS of study related

s

injuries you may contact Ds M Johnson oni GRO:C

..................... !

Thank you for considering this study.

B
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CONSENT FORM Lendan NW3 205

Title of project: A phase IV randomised, open-label, multicentre trial 1o evaluate the safety and efficacy
of lopinavicfritonavir (400100 mg bid) versus saquinavir/ritonavic (1000100 mg bid) i
adult HIV-1 infected patients

Final Protocol, version 1.1 13" of February 2001
Acronym MlaxCminl

Centee Mumb2r,  sreeeeeim cuea gy g o

Patiznt number for this trial:
w . ' _=-
Name of ressarcher: D Yleorpunek \1 t’“"-W - Pi=as= initial box

| 1 eonfirm that | have read and understand the information sheet GRO:A
{version 1.1 137 February 2001) for the above siedy and have had the
opportunity to ask questians.

3 | unaderstand that my pactizipation i5 voluatary and 1 2m free to withdraw et GRO-B
any time, without giving 2 rezson, without my medical care or lagal rights
baing affectad.

3. 1understand that sections of any of my nedizal notes mav be looked at by )
Respansible individuals from CHIP or from regulaony GRO-B
Authoriiies where it is relevant 1o my taking part in ressasch, [ give permission
For these individuals 12 have aseess to my records

GRO-B

4. | mgree to take part in the abave sudy,

5. 1wish for my Genzeal Praztitionsr ta be informed of my parsicipation in the study, E Z

& [ wnderstand that should | become pregaznt, think | might be pregaant, miss 2 )
period or it is Iaze, have achangz i v wsual menstreal exels, of | chaage my @

pizihod of contrazepiion | shio ately eall the study doatar,

HiLlalm S Bt ebidil

GRO-C

GROB EgSS\\ i 1 RO
nwanua of mali2nl Dase ) Signaturg

Y GRO-C
B0[1]0)___
Name of person taking ate 1 signature

consant (if different 1o researchar)

Reszarchas Daze Signatuce

Fres s pmpr [opSmah wat s B s 4 e" st

ﬂ P . M geEe 2T 4
tf‘j Raga Free Hampstead N5§ Trosr Ragd Froe Mass, Pass Srean Lendon WN3 20 T 022775 530 Far -
LA
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