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Clinical” Stuay;

Overview: for
Families




Wihat Is the EPIC Clinical Study?

The ERPIC Clinical Study...

s Compares; different treatments fier children
With' CE Whe have: JUst had thell: filst Infection
Wt P5eL/a0/71011as; Aergiinosa (Pa)

s S| coenainated with' the EPIC Olsen/ational
Study andl conducted at the same 61 lecations

n WillFenrollfa total off S00rchildren;, ages 1-12

m IS spensoered By Cystic Eikresis Feundation
Therapeutics, Inc. and the Natienal lnstitutes
el IHealth

m IS the largest study ever jointly funded by
these two groups



\What IS the Purpose of the
EPIC Clinical Study?

110 find the most effective and safest
treatment that will:

n REMOVE PSeunoonas aeriglinosa(Pa)
pacteria firemithe lungs, AND

n Have the best Immediate: and leng-term
Penefits for children With cy/stic fildresis




How: are the EPIC Clinical and
Observational Studies Related?
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Wihat 1 We Don't: Participate?

[i-yourr childl dees net participate in the
Clinical- Study:

n [He/she will st remain R the ©bsenvational
Study - participationIs Unchangead

s [[Featment for 2Painfection will'be determined
Py Voeur child's regular CE doctor;



Wi
=P
IMportant?




Wy Is This Study: Important?
CFE Lung IR1ections

Children withy eystic filbresis (CF) often have
IUNGI INfectiens WHICH GCCUI: repeateadly ever
many. years,

These infections are' often; caused by the
DaCIENa PSeL/a0/11oas Aerigiiosa, OF /~a.

Painfections: in the lungs: off children with: CE
calSe many: pronlems;, such as:

m POer grewth

s Decreased lung function

m More freguent need for hospitalizations




Percent of CE Patients

Wy Is this Study: Important?
fFacts apout Pa lnaféections

Palung Infectiens may. Begin in:eanly: childhoed
anadl PEcome mere freguent withn: age:

m 28% of chilaren withr CE get ~a by age 5

m 40% 6ff children withi CE get ~Palhy age 10

n 80% of adults with CE have ~Palung Infections

100%%
P2 aeruginosa

80%

(6]0)%¢)

410)°%6)

20%

0% ‘
O to 1 2 to5 6 te 10 11 teo 17 18 to 24 25 to 34 35 to 44 45+

Age . :
Source: CFF Patient Registry, 2003



Wiy Is this Study’ Impertant?
fFacts apout Pa lnféections

It IS} Important to tieat 2a Infectiens eally. hecalse
ORCE ~Panas eeniin thelings for a long time:

m [he bacteria changes andl s very hard to remeve

N SYyMmptoms get worse

n Viore long-term damage camn: GCCUr

Pa living in organized communities,

Pseudomonas covered with an antibiotic-resistant
aeruginosa (Pa) “sugar coating” called a biofilm.
bacteria
swimming freely
Pa bacteria
forming early
ﬂ communities

Early Pa Infection Well-Established Pa Infection



Wiy Is this Study’ Impertant?
Clearing. rPa from. the LUngs

Studiesihave shownrthat early’ 2z infections; can
BE cleared fremi the Iungs With antibIeuics.

Currently: several diffierent antipietic treatments

are Belng used to clear early: Pa infections.

m I the ULS., the mest commonly: tsediare inhaled
telbramyecin (TOBI®) and orall ciprofioxacin.

Mest CE doctors toaday: agree that clearng ~a

from the lungs Is' geod! fiexr children with CE...

Bt they don't all agree: on the best way: ter doi It.

The EPIC Clinical Study:Is here to help!



Wiy Is this Study’ Impoertant?
Arswerng Ouestions Aot Treatments

he EPIC Clinical Study: hasibeen designed
10 elpranswer these: guestions:

What IS the' salrest and most effective
course of treatment for children with CE?2

x \Walting until' Pa comes hack Before re-
treating with antikietics? OF

x  [reating with' a regular cycle off antibIotics
after the first infection, trying te reduce: the
chance of more ~a infections?



Wiy Is this Study: Important?
Ansiverng QUEestions ABourt Ieatmnents

Wihlchr st a safier, more: effective, and
IONGEr: |astingl antibIetic treatinent fer
early’ Painiectiens?

s Inhaled Tokbramycin (TOBI®)ralene? OF
s [OBI® and ciprofiexacin tegether?



More Information About the
EPIC Clinical Study

Wihat's Tnvolvea i Particlpatng?



What's Involved?
Stuay. Visits

There willbe eight scheduled study: Visits: ever;
an 18 moenthr perod; Incliuding apprOX|mater
@ne VISIt every: three montns.

Mest study: visits will-lbe
scheduled to take place at
thersamertime as your childs | ‘
regular quartenrly clinic visits. 72 MIE:

Mest study: visits will add leetween 1/2 hoeur and
ene hoeur te your child’s reutine clinic visit. The
first study: visit may take longer.




What’s Involvea? | &2
| Stuady Procedures: | %%

A @

All' precedures done at stuay. Visits are
part of reutine care for children withr CE.
= SOME reseanch procedures; may. e

PErformed moere often duing the stuady/
than 1IN reutine care.

m RISKS are the same' as When these
procedures are done during reutine: care.



What's' Invelved?
StUay; Proceaures

Fher procedures noermally, dene at your
child’s reutine clinic visits wWill' continue.

Routing proceduresiwill e ceordinatea with
[esearch procedures Whenever poessinie.

|| = For example; bloodi samples
will-lae: collected: fer routine
tests and researchiat the same
time se yeur childi dees not
have additienal needle pokes.




What's Invelved?
StUay; Proceaures

Procedure

Approximate Ereguency

Medicauion: & Medical Histery: Review

Each visit

Tihreat Swals (OP culture)

Eachvisit

Physicall Exam (including height and weight)

Every: 3 months

Breathing Test (Spiremetny)

Every 3 months

Pregnancy. Test: (for girls at least 91years old)

Every 3 montns

Joint Exam

Every 6 months

Blood Draw.

EVery 6. moentns

IHearng Test (only at seme sites)

Every 6-12' moentias

Chest X-Ray

Every 18 months (at first & last visits)




What's Invelvead?
e
PHo[erCalls \

\
After each stuay. visit, you will
[EceIve up to three phone calls firom the
Study coordinator:...

m 10 See hoew! yourr child is deing

m [0 review: yeur childisi medications and
medical Risteny

x [0 gO over Instructions for taking study.
medication



What's Involved?
Ranaomization

Each child wWho starts tihe g
Clinicalf Study willfbe placead into
One of four different treatment

groups.

The selection IS done by,
compuiter anaiis; called q\

“randomization.” A/

It IS/ like flipping a coin:

The combinauen of medications and the WG of
treatment for most of the study depends onl the
greup assigned.




What's Invoelved?

Stuay: Prigs
ALLL participantsiwill e treated for
FPallung infections with inhaled CLone JEE=
tobramycin (TOBI®), an: antibiotic —
medication widely: used by people: withl CE.

PILUS, dependingl en randemization assignment:

n [Halif ofi the participants willalse —— —
receive ciprofioxacin (Cipro®), a 4. b @
secondl antibiotc: takenr oy moutn. Ayl ozg

m (e other hall of the: participants Will receive a placeno
In place of Cipro®.

Nelther you nor yeur chilars doctor will' know
whether your child isi receiving| Cipro® or' placebo.



Study: Drugs

Jritial Treatment PrRase. (S, /1onLis)

Wihen they start therstuady, allchidren will
receive TOBI® for the first 28 days (4 weeks).

I addition,, for the first 14 days: (2 Weeks):

n Half ofi the participants will' receive Cipro®:
n (e ether hali-will recelve placeno

Alterr 3iweeks), a throat culture willkbe taken.
n |fi pesitive fier ~a, your child willfreceive 4 more
weeks ofi TOBI®.
Afters thelinivial treatment phase, yeur child will
rfeceive further treatment based en the group In
Which they were placed by randomization....



EPIC Clinical Study Trreatment Plan

300
total participants

Initiali Treatment TOR| - NoBIN =+
Fgasefomomis) PIECENE elore
(L50 geriiclozinis) (A50MpECIPERTLS)

Treatment every 3 months Treatmgnt EVETy .3 mOT‘FhS

Maintenance regardless of culture results OA{L 4 ! 7 CL.I/ e is 2 _05/1‘/1/8 :
R (no medication if culture is negative)

(15 months) | | | |

TOBI TOBI TOBI TOBI

+ + + +
Placeho Cipro Placebo Cipro
(75 participants) (75 participants) (75 participants) (75 participants)




Study: Drugs

[reatment Cycles. Vialiternance PAase

@nce: the! Initialireatment Phase! Is GVer...

DURG each thiree-moenthar cycletin Which
Your child recenves; study’ drig treatment:

= [OBI®will e taken: for the: first 281 days
(4" WEEKS)

s Cipro® or placehorwilllbe taken fioy the:first
14rdays (2 WeekKs)

m Your chila willfee: ofi study: drugs for the
remaining 8 Weeks: ofi the: treatment cycle.



What's Involved?
Jaking 1OBIC

In: this study, TOBI® will' be taken
wice a day fier 28 days at a time.

TOBI® s imhaled asia fine mist using
a nepulizer and' compPressel: system.

DEpPending on age; your child may.
either Uuse a mouthplece
— I a face mask withi the
nebulizer.

The equipment Isf portable and easy
to use. It will need te be cleaned
carefully after each use. Your study.
cooerdinater will' give you Instructions.




What's Invelved?
lakKing: Cipro/Placeno

Cipro® and matching placebo tablets ane available

I diffierent sizes/dosages.

Seme. participants Willfreceive - & ¢

actual size tablets

Cipre or placebe in a liguia
forn called a suspensien nstead of a taklet:

The Study: Coerdinater Will"lelp: you
ChGOSE WhHIChIIS! BEeSE for yeur child.

Tetal desage Willfbe hasead! onyeur

child'siwelgnt:. -

The placebo will leok identical tor Cipro®.

You will'net knew which your child Is taking.



Study: Medication & Supplies

Yourr chidwillfreceive alls study medications,
supplies, and equipment firee ofi charge.

Seme initial supplies will be
given te youl by the study dB
Coordinator.

v(
Remaininel itemswill- e &
erdered threugh CE Services
Pharmacy’ andrdelivered to

YOUIF oUSE.




What's Involved?
Possible Side Effects - TOBI®

Like many: inhaled drugs; TOBI® may: calse
side: efifects.

Increased cough, shertness of breath,

WhEEZING, chest tightness, declease in lung
filnction, threat lrrtatien, and hRaging Inf the
ears have all beeni reported with TOBI® Use.

Some: childrenrhave alse reported an unpleasant
taste associated with inhaled! TOBI®.

Some other rare but Serious side effects have
also been reported.



What's Invelvead?
POSSIDIE SIae: EIEcts - Ciprolioxacii

Sider efifects folf ciprofioxacin: may: Inciude; joit
discomiort or pain, dizzZIness, headache,
[estiessness, dianiea, nausea, andominal paim,
AthS, X Skl rash:

Ciproefiexacin may: alsernake: your child mere

Sensitive te the sun,

m |t IS Impoertant to USe SURSCreen or Wear protective
clothing When taking ciprefiexacin:

SeMEe rare but serieus side effects may’ also

OCCUr.



What's Involved?
ARtoIoLc REs/stance

he use off any antiviotic carmhes a small
[ISk Off promoeung the development: of
[esistance In the lBactera present:in
alvay: Secretions. RIS IS the case Wit
any antikietic expoesure anaiis net an
expected or unigue side effiect 1 this
study.



What's Invelved?
Participant Diary.

Eachi participant willfreceivera stuay/. diany te
take heme.

Fhe diary contais infermatien and Institctions
you willfneed durng the study.

= | 5 Youlwill'need to record a variety of
=l  information in the diary, such as:

s When' study. medicines are taken

m Changes In your child’s health

x Any new: medicines your child Is taking




What Else Should \We: Know?

Yiren:you: comea o eéach. stiay, Visi;
You Wil eeaq torprng Wit you:

YoUIF participant diany, se; the study/
coordinater can review the infermation
YOUuVe: recorded

Allfinused study: adrugs &
(TOBI® and Cipro®/placeho) B/ =
Alll empty study drug| vials: B,
and botties




What Else Should \We: Know?

Pata ana. Speclmen Banking,

Iniermatien; hleod sanmples; and aivay

Pactera collected for this study:

n Will loe stored (“banked™) by the: CkE 3.
herapeutics Development Networik \

= May be used by other CE researnchers %
I therfuture @

Protecting your child's identity:

s Infiermation which: ceuldiidentify: your child will e
remeved and wWill'noet e given ter other researchers.

Banking|Isieptional:

m Your child can take part in the study even Iif you| do
not agree te banking of data or Specimens.




Wihat Else ShouldiWe Know?
EPIC Pata Saiety, Vionitonng Boara. (PDSi/B)

What IS the DSMB?

x Al Independent oversight: committee

x Primarily: compesedl off CE anal clinical research
ExXperts net etherwise invoelved!in; the study.

Wihat Is thellr puUrpoese?

n [0 regularly: review! study: activities and data
durngl the course: ofi the: study

= [0 ensure ongoeing safety: of ¥y @“ “",}\!
S a);
study participants A\

-;'.
= (&
1) 7
)\

)



Why Should We /4"
Participate in this Study? [+

Only:a smallfnumiber: of children: are: eligible
10 palticipate at each clinicall site.

Your child may Benefit fren participating in
bAIS study. Y receiving early: treatment for ~a;

Infiermatien Iearmed 1R this Study. nay. ve of
great help to ALL children with CE.

Yercam only.answer tiiesempoiant
quUestions Wit Aelp o PEople lIke) Yo,



Fhank you for taking the: time
10 Iearmn alkoeui: this study/.

Do, Yo Aave any: questions?



