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ABBREVIATIONS 
Abbreviation Definition 

6MWD 6-minute walk distance 
6MWT 6-minute walk test 
ACTH adrenocorticotropic hormone 
ALT alanine aminotransferase 
ATC Anatomical-Therapeutic-Chemical classification 
BUN blood urea nitrogen 
CI confidence interval 
CINRG Cooperative International Neuromuscular Research Group 
CK blood urea nitrogen 
CRF case report form 
CTCAE Common Terminology Criteria for Adverse Events 
D/C discontinuation 
DBP diastolic blood pressure 
DMD Duchenne muscular dystrophy 
ECG electrocardiogram 
EK Egen Klassifikation  
FEV1 forced expiratory volume in 1 second 
FVC forced vital capacity 
GGT gamma glutamyl transferase 
LOCF last observation carried forward 
LVEF Left ventricular ejection fraction 
MedDRA Medical Dictionary for Regulatory Activities 
mRNA messenger ribonucleic acid  
MMRM mixed model repeated measures 
nmDMD nonsense mutation Duchenne muscular dystrophy 
NSAA North Star Ambulatory Assessment 
PCF peak cough flow 
PEF peak expiratory flow 
SAP statistical analysis plan 
SOC System Organ Class 
SBP systolic blood pressure  
TEAE treatment-emergent adverse event  
TFT Timed function test 
TID ter in die (3 times per day) 
Tx treatment 
UE   upper extremity 
ULN upper limit of normal  
WHODRUG World Health Organization Drug Dictionary 
WNL within normal limits 
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1  O V E R VI E W  

T hi s st atisti c al a n al ysis pl a n ( S A P) d et ails t h e st atisti c al m et h o ds t o b e us e d i n t h e a n al ys es 
a n d  pr es e nt ati o n of t h e d at a c oll e ct e d i n St u d y P T C 1 2 4 -G D -0 1 9 -D M D,  als o r ef err e d t o as 
St u d y 0 1 9.   Pr e p ar ati o n of t his S A P i n c or p or at es st atisti c al d esi g n el e m e nts pr es e nt i n t h e 
pr ot o c ol  V ersi o n  5. 0 ( d at e d 1 8 N o v e m b er 2 0 1 5) . D et ails ar e d o c u m e nt e d i n S e cti o n s 1-7.    

I n a d diti o n t o t h e pr ot o c ol d efi n e d a n al ys es, a n at ur al hist or y c o ntr ol usi n g t h e C o o p er ati v e 
I nt er n ati o n al N e ur o m us c ul ar R es e ar c h Gr o u p ( CI N R G) will b e utili z e d  i n or d er t o h el p t o 
b ett er u n d erst a n d  t h e l o n g-t er m at al ur e n d at a. T h e pl a n n e d a n al ys is will b e pr es e nt e d i n 
S e cti o n 8 .  

Aft er t h e i m pl e m e nt of pr ot o c ol V ersi o n  5. 0, t h e s p o ns or h as d e v el o p e d t h e pr ot o c ol 
V ersi o n  6. 1 ( d at e d 0 8 M ar c h 2 0 1 7)  s p e cifi c all y f or C a n a di a n sit es o nl y f or et hi cs a p pr o v al 
w h e n t h e y fi nis h e d all vi sits p er V ersi o n  5. 0 a n d w er e w aiti n g t o r oll i nt o a n ot h er o p e n -l a b el 
n m D M D St u d y  P T C 1 2 4 -G D -0 1 6 -D M D c o n d u ct e d i n t h e U nit e d St at es ( U S). T h e m a xi m al 
s c h e d ul e d visit i n V ersi o n  5. 0 w as e xt e n d e d fr o m w e e k 2 4 0 t o w e e k 3 3 6 i n V ersi o n  6. 1. All 
d at a c oll e ct e d b as e d o n b ot h V ersi o n s will b e s u m m ari z e d t o g et h er.  

W h er e c o nfli cts e xist b et w e e n t his S A P a n d t h e st u d y pr ot o c ol s, t h e i nf or m ati o n c o nt ai n e d i n 
t his S A P s u p ers e d es t h e pr ot o c ol. 
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2  S T U D Y D E S I G N  

T his st u d y c o m pris es a P h as e 3, o p e n -l a b el st u d y of at al ur e n i n s u bj e ct s wit h n m D B M D w h o  
pr e vi o usl y r e c ei v e d at al ur e n at a n i n v esti g at or sit e i n a pri or P T C -s p o ns or e d cli ni c al st u d y. A  
s e p ar at e o p e n -l a b el st u d y ( P T C 1 2 4-G D -0 1 6 -D M D) is b ei n g c o n d u ct e d f or  n m D B M D 
s u bj e ct s w h o pr e vi o usl y r e c ei v e d at al ur e n at a n i n v esti g at or sit e i n t h e U S .  

All p arti ci p ati n g sit es m u st h a v e h a d at l e ast 1 s u bj e ct  t h at r e c ei v e d at al ur e n tr e at m e nt i n a 
pri or  

P T C -s p o ns or e d cli ni c al st u d y i n D B M D. It is pl a n n e d t h at u p t o ~ 9 6 s ubj e ct s will b e 
e nr oll e d.  

S u bj e cts will r e c ei v e at al ur e n 3 ti m es p er d a y ( TI D) at r es p e cti v e m or ni n g, mi d d a y, a n d 
e v e ni n g d os es of 1 0 m g/ k g, 1 0 m g/ k g, a n d 2 0 m g/ k g, f or a p pr o xi m at el y 2 4 0  w e e ks. St u d y 
ass ess m e nts will b e p erf or m e d at cli ni c visits d uri n g s cr e e ni n g, o n t h e first d a y of at al ur e n 
d osi n g, a n d t h e n e v er y 1 2 w e e ks d uri n g t h e at al ur e n tr e at m e nt p eri o d.  

T h e pr o p os e d t y p es a n d ti mi n g of d at a t o b e r e c or d e d ar e d es cri b e d i n T a bl e 1  b el o w b as e d 
o n pr ot o c ol V ersi o n  5. 0.   
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Table 1: Schedule of Events 

a Ataluren may be initiated as soon as the investigator confirms patient eligibility.  Baseline procedures 
(excluding drug administration) do not need to be performed if Screening procedures have been performed 
within 7 days of anticipated initiation of ataluren treatment. 

b Only applies to patients who discontinue the study after 240 weeks of treatment. 
Abbreviations: ACTH = adrenocorticotropic hormone, D/C = discontinuation, ECG = electrocardiogram, 
Tx = treatment, UE = upper extremity 

Period Screeninga Baselinea Ataluren Treatment Post-
Treatment 

Study Week 
(±7 days) -4 to -1 Week 1 

Every 
60 

Weeks 

Every 
12 

Weeks 

Every 
24 

Weeks 

Every 
48 

Weeks 

End 
of Tx 
Week 
240 

6 Week 
Post D/C 

Informed Consent 
{7.2.2} X        

Clinical/medication 
history X        

Hepatitis screen  X        
Vital signs  X X  X   X X 
Brooke UE 
Functional Rating 
Scale  

X        

Height/Ulna 
length/Arm Span  X    X  X  

Physical 
examination  X     X X  

Weight  X X  X   X X 
Hematology  X X  X   X X 
Biochemistry  X X  X   X X 
ACTH and cortisol X X  X   X X 
Renin and 
aldosterone  X As Indicated 

Urinalysis  X X  X   X X 
12-lead ECG   X As Indicated 
Echocardiogram  X  X   X  Xb 
6-minute walk test  X    X  X  
Timed Function 
Tests  X     X X  

North Star 
Ambulatory 
Assessment   

X     X X  

Egen Klassifikation 
Scale   X     X X  

Spirometry  X    X  X  
Disease status 
survey  X X  X   X  

Drug 
administration   X  X     

Drug compliance     X   X  
Adverse events   X  X   X X 
Concomitant 
medications  X X  X   X X 



At al u r e n   
St atisti c al A n al y sis Pl a n  1 7 A P R 2 0 1 8  

V 1 . 0 P T C T h e r a p e uti cs, I n c. - C o nfi d e nti al  P a g e 9  of 2 8  

3  S T U D Y O B J E C T I V E S A N D  E N D P OI N T S  

3. 1  P ri m a r y O bj e cti v e  

T h e pri m ar y o bj e cti v e of t his st u d y  is t o ass ess t h e l o n g-t er m s af et y a n d t ol er a bilit y of 1 0, 1 0, 
2 0 m g/ k g at al ur e n i n s u bj e ct s wit h n m D B M D w h o h a d pri or e x p os ur e t o at al ur e n i n a  
P T C -s p o ns or e d cli ni c al tri al.   

3. 2  S e c o n d a r y O bj e cti v es  

S e c o n d ar y o bj e cti v es i n cl u d e t h e f oll o wi n g:  

●  A m b ul at or y s u bj e ct s ( a bl e t o r u n/ w al k 1 0 m et ers i n ≤ 3 0 s e c o n ds) - T o d et er mi n e 
t h e eff e ct of at al ur e n o n a m b ul ati o n a n d ot h er as p e cts of p h ysi c al f u n cti o n  

●  N o n a m b ul at or y s u bj e ct s ( u n a bl e t o r u n/ w al k 1 0 m et ers i n ≤ 3 0 s e c o n ds) - T o ass ess 
t h e eff e ct of at al ur e n o n a cti v iti es of d ail y li vi n g, u p p er li m b f u n cti o n, a n d 
p ul m o n ar y f u n cti o n  

●  All s u bj e ct s - T o ass ess s u bj e ct  a n d/ or p ar e nt/ c ar e gi v er r e p orts of c h a n g es i n 
dis e as e st at us:  

i. R etr os p e cti v el y d uri n g a n d aft er p arti ci p ati o n i n pr e vi o us st u di es 
( St u di es 0 0 7 a n d 0 0 7 e)  

ii. Pr os p e cti v el y d uri n g t h e c urr e nt st u d y  

3. 3  St u d y E n d p oi nts  

P ri m a r y:  

●  S af et y pr ofil e c h ar a ct eri z e d b y t y p e, fr e q u e n c y, s e v erit y, ti mi n g, a n d r el ati o ns hi p 
t o at al ur e n of a n y a d v ers e e v e nts or l a b or at or y a b n or m aliti es 

S e c o n d a r y:  

●  I n a m b ul at or y s u bj e ct s,  

i. c h a n g e fr o m b as eli n e i n 6 M W D as m e as ur e d b y t h e 6 -mi n ut e w al k t est 
( 6 M W T) 

ii. c h a n g e fr o m b as eli n e i n p h ysi c al f u n cti o n as m e a s ur e d b y t h e N ort h  St ar 
A m b ul at or y Ass ess m e nt ( N S A A)  

iii. c h a n g e fr o m b as eli n e i n ti m e d f u n cti o n t ests (ti m e t o st a n d fr o m s u pi n e a n d 
ti m e t o r u n/ w al k 1 0 m et ers)  

●  I n n o n-a m b ul at or y s u bj e ct s,  

i. c h a n g e fr o m b as eli n e i n p ul m o n ar y f u n cti o n t est - % pr e di c at e d f or c e d vit al 
c a p a cit y ( F V C ) a n d  % pr e di ct e d  f or c e d e x pir at or y v ol u m e i n 1 s e c o n d 
(F E V 1 ) as m e as ur e d b y s pir o m etr y  

ii. c h a n g e fr o m b as eli n e i n p ati e nt a n d p ar e nt/ c ar e gi v er -r e p ort e d a cti viti es of 
d ail y li vi n g, as m e as ur e d b y t h e E g e n Kl assifi k ati o n ( E K) s c al e  
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●  All s u bj e ct s,  

i. c h a n g es i n p ati e nt a n d/ or p ar e nt/ c ar e gi v er r e p orts of dis e as e st at us as 
m e as ur e d b y a st a n d ar di z e d s ur v e y a d mi nist er e d b y sit e p ers o n n el  

3. 4  S a m pl e Si z e  

T h e  s a m pl e si z e , u p t o ~ 9 6 s u bj e cts, w a s d et er mi n e d b y h o w m a n y s u bj e ct s s atisf y all  
i n cl usi o n/ e x cl usi o n crit eri a w h e n a p pl yi n g f or p arti ci p ati o n i n t his st u d y a n d n ot b y a n y 
f or m al st atisti c al h y p ot h e sis . 
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4  S T U D Y P O P U L A T I O N  

T h e As - Tr e at e d p o p ul ati o n c o nsists of all s u bj e cts w h o r e c ei v e at  l e ast 1 d os e of at al ur e n 
tr e at m e nt. 

T his p o p ul ati o n will b e e v al u at e d i n t h e a n al ys es of s af et y (t h e pri m ar y e n d p oi nt). 
S u bj e ct    will b e e x cl u d e d fr o m t h e As- Tr e at e d p o p ul ati o n i n t h e a n al ys es of t h e 
s e c o n d ar y e n d p oi nts i n cl u di n g 6 M W T, ti m e t o st a n d fr o m s u pi n e, ti m e t o r u n/ w al k 
1 0 m et ers , N S A A, E K, s pir o m etr y e n d p oi nts, dis e as e st at us s ur v e y, a n d l eft v e ntri c ul ar 
ej e cti o n fr a cti o n ( L V E F ) b e c a us e s u bj e ct   w as r e-e nr oll e d i nt o t h e st u d y as 
s u bj e ct    a b o ut 2 y e ars aft er t h e dis c o nti n u ati o n fr o m t h e st u d y. All d at a c oll e ct e d f or 
b ot h s u bj e ct I Ds will b e s et t o g et h er  c hr o n ol o gi c all y.  

A m b ul ati o n/ N o n- a m b ul ati o n s u bj e cts at st u d y e ntr y  ar e d efi n e d as f oll o ws:  

●  A m b ul ati o n s u bj e cts: all s u bj e cts w h o h a d ≤ 3 0 s e c f or r u n/ w al k 1 0 m et ers at 
s cr e e ni n g.  

●  N o n - A m b ul ati o n s u bj e ct s:  all s u bj e cts w h o h a d > 3 0 s e c f or r u n/ w al k 1 0 m et ers at 
s cr e e ni n g.  
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5  S T A T I S T I C A L A N A L Y S I S  

5. 1  G e n e r al St atisti c al C o n si d e r ati o n s  

S u m m ar y t a bl es f or c o nti n u o us v ari a bl es will c o nt ai n t h e f oll o wi n g st atisti c s: n, m e a n, 
st a n d ar d d e vi ati o n, st a n d ar d err or, 9 5 % c o nfi d e n c e i nt er v als ( CIs) o n t h e m e a n, m e di a n, 
mi ni m u m, a n d m a xi m u m.  S u m m ar y t a bl es f or c at e g ori c al v ari a bl es  will i n cl u d e N, n, a n d 
p er c e nt a g es.  I n b y-visit s u m m ari es, t h e a n al ysis vi sits  will b e d eri v e d vi a visit m a p pi n g 
wi n d o ws.  

B y -p ati e nt listi n gs will b e cr e at e d f or e a c h C R F m o d ul e. T h e d at a  will b e list e d b y 
c e nt er/s u bj e ct I D a n d visit . 

I n a d diti o n, all a n al ys es will b e p erf or m e d b y c orti c ost er oi d us e ( y es or  n o b ef or e or d uri n g 
t h e st u d y), b y a m b ul at or y st at us ( a m b ul at or y or n o n -a m b ul at or y) at b as eli n e , a n d o v er all, 
u nl ess s p e cifi e d ot h er wis e .  

5. 2  S u bj e ct D is p ositi o n 

A s u m m ar y of s u bj e cts w h o dis c o nti n u e d  at al ur e n tr e at m e nt pr e m at ur el y or w er e  r e m o v e d 
fr o m t h e st u d y pr e m at ur el y will b e r e p ort e d f or o v er all s u bj e cts, a s u b gr o u p of s u bj e cts wit h 
c orti c ost er oi d us e ( Y es/ N o), a n d  a s u b gr o u p of a m b ul at or y/ n o n -a m b ul at or y s u bj e cts at st u d y 
e ntr y.  R e as o ns f or tr e at m e nt e arl y dis c o nti n u ati o ns will b e d es cri b e d.  T h e n u m b er of 
s u bj e cts fr o m P T C 1 2 4 -0 0 7 ( St u d y  0 0 7) t o St u d y  0 1 9 will als o b e r e p ort e d.   

Si n c e t h e s p o ns or h as d e ci d e d t o dis c o nti n u e t h e St u d y 0 1 9 , s u bj e cts w h o dis c o nti n u e t h e 
st u d y d u e t o t his r e as o n or c o m pl et e t h e st u d y p er pr ot o c ol will b e c o nsi d er e d as c e ns or e d i n 
t h e ti m e t o dis c o nti n u ati o n a n al ysis. T h e ti m e t o dis c o nti n u ati o n (i n w e e ks) is c al c ul at e d as 
( dis c o nti n u ati o n d at e - fir st d os e d at e + 1)/ 7 f or s u bj e cts w h o dis c o nti n u e fr o m t h e st u d y d u e 
t o r e as o ns ot h er t h a n s p o ns or’s d e cisi o n of t er mi n ati o n t h e st u d y or tr a nsiti o ni n g t o 
c o m m er ci al dr u g. F or s u bj e cts w h o dis c o nti n u e d u e t o t h es e r e as o ns or c o m pl et e t h e st u d y, 
t h e c e ns or ti m e is ( dis c o nti n u ati o n d at e - first d os e d at e + 1)/ 7 a n d (st u d y c o m pl eti o n 
d at e  –  first d os e d at e + 1)/ 7, r es p e cti v el y. Ti m e t o dis c o nti n u ati o n will b e ass ess e d usi n g 
K a pl a n -M ei er m et h o ds a n d t h e K a pl a n -M ei er c ur v e will b e dis pl a y e d.  

T h e p r ot o c ol d e vi ati o ns will b e s u m m ari z e d b y t y p e. A listi n g of pr ot o c ol d e vi ati o ns will b e 
pr o vi d e d.  

5. 3  D e m o g r a p hi c a n d B as eli n e C h a r a ct e risti cs  

S u bj e ct  d e m o gr a p hi c a n d dis e as e c h ar a ct eristi cs ( a g e, a g e gr o u p (6 -1 1 , 1 2 -1 7, a n d 
≥ 1 8  y e ars), g e n d er, r a c e, et h ni cit y, h ei g ht, w ei g ht, b o d y m ass i n d e x, si x mi n ut e w al k  
dist a n c e, si x mi n ut e w al k  di st a n c e gr o u ps ( < 3 0 0 m et ers, ≥ 3 0 0 -< 4 0 0 m et ers, ≥ 4 0 0 m et ers), 
ti m e t o r u n/ w al k 1 0 m et er, ti m e t o st a n d fr o m s u pi n e, ti m e t o st a n d fr o m s u pi n e ( <5s, ≥ 5s), 
c orti c ost er oi d us e ( Y es/ N o), a n d  a m b ul at or y/ n o n -a m b ul at or y)  will b e s u m m ari z e d f or o v er all 
s u bj e cts , a s u b gr o u p of s u bj e cts wit h c orti c ost er oi d us e ( Y es/ N o), b as eli n e si x mi n ut e w al k  
dist a n c e gr o u ps ( < 3 0 0 m et ers, ≥ 3 0 0 -< 4 0 0 m et ers, ≥ 4 0 0 m et ers), b as eli n e ti m e t o st a n d fr o m 
s u pi n e gr o u ps  ( < 5s, ≥ 5s), a n d  a s u b gr o u p of a m b ul at or y/ n o n -a m b u l at or y s u bj e cts at st u d y 
e ntr y .   
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5.3.1 Brook Upper Function Rating 
The number of subjects with each baseline Brook Upper Function Rating score will be 
tabulated by the corticosteroid use (Yes/No). Subjects’ mean age of each baseline score will 
be summarized as well. 

5.4 Clinical History 
Clinical history will be coded using the Medical Dictionary for Regulatory Activities 
(MedDRA Version 20.1). The count and percentage of subjects under each history term, 
coded by system organ class (SOC) and preferred term (PT), will be summarized.   

5.5 Concomitant Medications and Procedures 
Prior medications and concomitant medications will be coded using the World Health 
Organization Drug Dictionary (WHODRUG) dictionary dated 2017DEC01 into 
Anatomical-Therapeutic-Chemical (ATC) classification codes. The prior medications are 
defined as any medications that subjects started before the first dose date. Concomitant 
medications are defined as any medications that subjects took after/on the first dose date. The 
prior and concomitant medications will be summarized by ATC level 3 and preferred terms. 
The concomitant cardiac medications will be summarized similarly.  
Specific attention will be focused on corticosteroid use. The numbers of subjects 
receiving/not-receiving corticosteroids at baseline or during the study, switching from 
receiving to not receiving or vice versa, switching in different types of corticosteroids, and 
duration of corticosteroid use during the study and by type will be summarized. 
The prior and concomitant non-drug therapies will be defined similar to the prior and 
concomitant medications. They will be coded by MedDRA Version 20.1 and summarized by 
SOC and PT. 

5.6 Study Drug Exposure and Compliance 
Study drug compliance will be assessed in terms of the percentage of drug actually taken 
relative to the amount that should have been taken during the study. Treatment duration 
(weeks) will be calculated as (last dose date – first dose date +1)/7, if date of last study drug 
intake was not known: (last visit date – first dose date +1)/7. For subject , the treatment 
gap between  will be excluded from the treatment duration. The summary of 
the overall compliance and treatment duration will be represented for overall subjects and a 
subgroup of ambulatory/non-ambulatory subjects at study entry. 

5.7 Primary Variables 

5.7.1 Adverse Events 
Adverse events will be classified using MedDRA Version 20.1 classification system. The 
severity of adverse events will be graded by the investigator according to the CTCAE, 
Version 3.0 whenever possible. A treatment-emergent adverse event (TEAE) is defined as an 
adverse event that occurs or worsens in the period extending from the day of a subject’s first 
dose of study drug to 6 weeks after the last dose of study drug in this study. 
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If a s u bj e ct h as m ulti pl e e v e nts u n d er a n y gi v e n S O C a n d P T, t h e s u bj e ct will b e c o u nt e d 
o nl y o n c e u n d er t h at S O C a n d P T. If a s u bj e ct h a s t h e s a m e A E o n m ulti pl e o c c asi o ns, t h e 
hi g h est s e v erit y (f et al, lif e -t hr e at e ni n g, s ev er e, m o d er at e, a n d mil d) r e c or d e d f or t h e e v e nt 
will b e pr es e nt e d a n d t h e hi g h est dr u g r el ati o ns hi p ( 1 = ‘ U nr el at e d’, 2 = ‘ U nli k el y’, 
3  =  ‘ P ossi bl y’, 4 = ‘ Pr o b a bl y’, 5 = ‘ R el at e d’), r e cl assifi e d i nt o R el at e d (‘ P o ssi bl y R el at ed’, 
‘ Pr o b a bl y R el at e d’, ‘ R el at e d’) or N ot R el at e d (‘ U nr el at e d’ a n d ‘ U nli k el y’), will b e pr es e nt e d 
o n t h e r es p e cti v e t a bl es.  

T ot al n u m b ers of A Es, T E A Es a n d s eri o us A Es ( S A E) a n d t h e n u m b er a n d p er c e nt a g e of 
s u bj e cts e x p eri e n ci n g ≥ 1 T E A E, ≥ 1 S A E, dis c o nti n u ati o n d u e t o A E, a n d d e at h will b e 
t a b ul at e d. T h e n u m b er a n d p er c e nt a g e of s u bj e cts wit h T E A Es a n d S A Es will b e b y 
r el ati o ns hi p t o st u d y dr u g a n d C T C A E/s e v erit y, r es p e cti v el y. 

T h e n u m b er a n d p er c e nt a g e of s u bj e cts e x p eri e n ci n g a s p e cifi c T E A E will b e t a b u l at e d  

●  b y S O C, a n d P T  

●  b y S O C, P T, a n d C T C A E/s e v erit y gr a d e  

●  b y S O C i n t h e d es c e n di n g or d er of t h e S O C fr e q u e n c y i n at al ur e n gr o u p   

●  b y  P T i n t h e d es c e n di n g or d er of t h e P T fr e q u e n c y i n at al ur e n gr o u p. 

T h e f oll o wi n g T E A Es will b e a n al y z e d si mil arl y:  

●  b y S O C, a n d P T a n d  

●  b y S O C, P T, a n d C T C A E/s e v erit y gr a d e.  

i. P ossi bl y or pr o b a bl y tr e at m e nt -r el at e d T E A Es 

ii. P ossi bl y tr e at m e nt -r el at e d T E A Es 

iii. Pr o b a bl y tr e at m e nt -r el at e d T E A Es 

i v. S eri o us T E A Es a n d p ossi bl y or pr o b a bl y tr e at m e nt -r el at e d s eri o us T E A Es 

v.  T E A Es l e a di n g t o  dis c o nti n u ati o n fr o m tr e at m e nt  

vi.  H e p ati c a n d r e n al T E A E s a n d p ossi bl y or pr o b a bl y tr e at m e nt -r el at e d h e p ati c 
a n d r e n al T E A Es l e a di n g t o s p e ci al di a g n osis e v al u ati o n  

vii.  T E A Es wit h C T C A E/s e v erit y gr a d e ≥ 3 a n d p ossi bl y or pr o b a bl y tr e at m e nt -
r el at e d T E A Es wit h C T CA E/s e v erit y gr a d e ≥ 3  

viii.  C o m m o n T E A Es (s u bj e ct fr e q u e n c y of ≥ 5 %)  

Listi n gs of d e at h, s eri o us A Es, A Es l e a di n g t o dis c o nti n u ati o n fr o m tr e at m e nt, a n d h e p ati c 
a n d r e n al A Es l e a di n g t o s p e ci al di a g n osti c e v al u ati o ns will b e pr o vi d e d.  

T h e dr u g e x p os ur e a dj ust e d T E A E i n ci d e n c e r at e will b e s u m m ari z e d b y S O C a n d P T, w h er e 
t h e i n ci d e n c e r at e of t h e T E A E p er 1 0 0 p ati e nt-y e ar = ( n u m b er of e v e nts/ n u m b er of 
p ati e nt -y e ars) * 1 0 0. T h e n u m b er of p ati e nt -y e ars i s d efi n e d as t h e s u m of t h e n u m b er of d a ys 
o n st u d y dr u g of all p ati e nts di vi d e d b y  3 3 6 . T h at is, a y e ar is d efi n e d as 4 8 w e e ks.  

I n a d diti o n, t h e n u m b er of s u bj e cts wit h cli ni c al l a b or at or y a b n or m aliti es, a b n or m al vit al 
si g ns, a n d a b n or m al el e ctr o c ar di o gr a m r e p ort e d as T E A E will b e s u m m ari z e d.  
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N o n -s eri o us T E A E will b e  dis pl a y e d b y S O C a n d P T. T h e c o m m o n n o n -s eri o us T E A E 
(s u bj e ct fr e q u e n c y of ≥ 5 %) will als o b e dis pl a y e d b y S O C a n d P T. 

N u m b ers of o c c urr e n c e of s eri o us T E A E a n d t h e n u m b ers of o c c urr e n c e of n o n -s eri o us 
T E A E will b e s u m m ari z e d b y S O C a n d P T, s e p ar at el y.  

5. 7. 2  L a b o r at o r y T ests  

H e m at ol o gi c al, s er u m bi o c h e mistr y, a dr e n al l a b or at ori es, a n d uri n e d at a a n d t h eir c h a n g es 
( o nl y f or c o nti n u o us l a b or at or y p ar a m et ers) fr o m b as eli n e will b e s u m m ari z e d b y visit.  

S hift t a bl es f or h e m at ol o g y  a n d bi o c h e mistr y d at a will als o b e pr es e nt e d s h o wi n g c h a n g e i n 
C T C A E s e v erit y gr a d e fr o m b as eli n e t o e a c h visit. F or p ar a m et ers f or w hi c h a C T C A E s c al e 
d o es n ot e xist, s hift t a bl es will b e pr es e nt e d s h o wi n g c h a n g e i n r es ults fr o m b as eli n e ( n or m al, 
l o w a n d hi g h [ or a b n or m al]) t o e a c h visit ( n or m al, l o w a n d hi g h [ or a b n or m al]). 

S u m m ar y of a b n or m aliti es i n l a b or at or y v ari a bl es pr e -d efi n e d f or s af et y m o nit ori n g will b e 
d o n e p er t h e f oll o wi n g T a bl e 2 . 

T a bl e 2 : S af et y M o nit o ri n g P ar a m et er s a n d A cti o n s t o b e T a k e n  

O r g a n S y st e m a n d  
L a b o r at o r y 
P ar a m et e r  

St o p St u d y D r u g 
I m m e di at el y, C o nfir m 

A b n o r m al V al u e,  
a n d T h e n St art 

W o r k -U p  

St o p St u d y D r u g Aft er 
C o nfir mi n g a  A b n o r m al 
V al u e, a n d T h e n St art 

W o r k -U p  

C o nti n u e St u d y 
Dr u g, C o nfir m 

A b n o r m al V al u e, 
a n d t h e n St a rt 

W o r k -U p a  

H e p ati c     

S er u m t ot al bilir u bi n  ≥ Gr a d e 3 ( ≥ 3. 0 x U L N)  Gr a d e 2 ( 1. 5 –  3. 0 x U L N)  --- 

S er u m G G T  ≥ Gr a d e 3 ( ≥ 5. 0 x U L N)  Gr a d e 2 ( > 2. 5 –  5. 0 x U L N)  --- 

S er u m A L T    
↑  of > 1 5 0 U/ L wit h 
st a bl e or  
↓  C K  

A d r e n al     

Pl a s m a A C T H  --- 
> U L N  
( a n d pl a s m a c orti s ol < L L N)  

> U L N  
( a n d c orti s ol W N L) 

R e n al     

S er u m c y st ati n C  > 2. 0 0 m g/ L  > 1. 3 3 –  2. 0 0 m g/ L  --- 

S er u m cr e ati ni n e  
≥ Gr a d e 2  
( ≥ 1. 5 x U L N f or a g e) 

Gr a d e 1  
( > U L N –  1. 5 x U L N f or a g e)  

--- 

S er u m B U N  ≥ 3. 0 x U L N  ≥ 1. 5 –  3. 0 x U L N  --- 

Uri n e pr ot ei n: uri n e 
cr e ati ni n e  ( s p ot) 

--- > 0. 4 0 m g: m g  --- 

Uri n e pr ot ei n: uri n e 
o s m ol alit y ( s p ot)  

--- > 0. 3 0 m g/ L: m O s m/ k g  --- 

Uri n e bl o o d ( b y 
di p sti c k)  

4 + ( L ar g e)  3 + ( M o d er at e)  2 + ( S m all)  
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O r g a n S y st e m a n d  
L a b o r at o r y 
P ar a m et e r  

St o p St u d y D r u g 
I m m e di at el y, C o nfir m 

A b n o r m al V al u e,  
a n d T h e n St art 

W o r k -U p  

St o p St u d y D r u g Aft er 
C o nfir mi n g a  A b n o r m al 
V al u e, a n d T h e n St art 

W o r k -U p  

C o nti n u e St u d y 
Dr u g, C o nfir m 

A b n o r m al V al u e, 
a n d t h e n St a rt 

W o r k -U p a  

S er u m el e ct r ol yt e s  G r a d e 3 -4  G r a d e 2  G r a d e 1  

S er u m N a +, hi g h  > 1 5 5 m m ol/ L  > 1 5 0 –  1 5 5 m m ol/ L  --- 

S er u m N a +, l o w  < 1 3 0 m m ol/ L  --- --- 

S er u m K +, hi g h  > 6. 0 m m ol/ L  > 5. 5 –  6. 0 m m ol/ L  --- 

S er u m K +, l o w  < 3. 0 m m ol/ L  --- --- 

S er u m M g 2 + , hi g h > 1. 2 3 m m ol/ L  --- --- 

S er u m M g 2 + , l o w < 0. 4 m m ol/ L  < 0. 5 –  0. 4 m m ol/ L  --- 

T ot al s er u m C a 2 + , hi g h > 3. 1 m m ol/ L  > 2. 9 –  3. 1  m m ol/ L  --- 

T ot al s er u m C a 2 + , l o w < 1. 7 5 m m ol/ L  < 2. 0 –  1. 7 5 m m ol/ L  --- 

S er u m p h o s p h or o u s  < 0. 6 m m ol/ L  < 0. 8 –  0. 6 m m ol/ L  --- 

S er u m H C O 3 - < 1 1 m m ol/ L  < 1 6 –  1 1 m m ol/ L  --- 

a  L a b or at or y a b n or m aliti e s  m a y b e c o nfir m e d i m m e di at el y or at t h e n e xt s c h e d ul e d cli ni c vi sit b as e d o n 
i n v e sti g at or j u d g m e nt. 

A b b r e vi ati o ns : A C T H = a dr e n o c orti c otr o pi c h or m o n e, A L T = al a ni n e a mi n otr a nsf er as e, B U N = bl o o d ur e a 
nitr o g e n, C a 2 +  = c al ci u m, C K = cr e ati n e ki n as e, G G T = g a m m a gl ut a m yl tr a n sf er as e, H C O 3 - = bi c ar b o n at e, 
K +  = p ot assi u m, M g 2 +  = m a g n e si u m, N a + = s o di u m, U L N = u p p er li mit of n or m al, W N L = wit hi n n or m al 
li mit s 

5. 7. 3  Vit al Si g n s 

Vit al si g ns  (s yst oli c a n d di ast oli c bl o o d pr ess ur e, p uls e r at e, b o d y w ei g ht, h ei g ht, ul n a l e n gt h, 
ar m s p a n, a n d b o d y t e m p er at ur e) will s u m m ari z e d b y visit f or o v er all s u bj e cts.  

N u m b er ( %)  of s u bj e cts wit h m e eti n g h y p ert e nsi o n crit eri a as t h e f oll o wi n g will b e 
s u m m ari z e d.  

●  If a g e < 1 8 y e ars ol d, t h e h y p ert e nsi o n crit eri a ar e b as e d o n a g e, g e n d er, a n d 
h ei g ht -a dj ust e d s yst oli c bl o o d pr ess ur e ( S B P) a n d di ast oli c bl o o d pr ess ur e ( D B P) 
p er c e ntil e r es ults [U S D H H S 2 0 0 5 ] ( H y p ert e nsi v e: ≥ 9 5t h p er c e ntil e; 
Pr e -h y p ert e nsi v e: 9 0 - < 9 5t h p er c e ntil e; N or m al: < 9 0t h p er c e ntil e).  

●  If a g e ≥ 1 8  y e ars ol d, h y p ert e nsi v e: S B P ≥ 1 4 0 m m H g or D B P ≥ 9 0 m m H g; 
pr e -h y p ert e nsi v e: S B P 1 2 0 - 1 3 9 m m H g or D B P 8 0 - 8 9 m m H g;  
N or m al: S B P 9 0 -1 1 9 m m H g a n d D B P 6 0 - 7 9 m m H g.  

5. 7. 4  El e ct r o c a r di o g r a m  

N u m b er ( %) of s u bj e cts e x p eri e n ci n g a n or m al/ a b n or m al el e ctr o c ar di o gr a m ( E C G ) 
ass ess m e nt will b e t a b ul at e d b y visit f or o v er all s u bj e cts.  
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5. 8  S e c o n d a r y V a ri a bl es  

S u bj e ct   will b e e x cl u d e d fr o m t h e As- Tr e at e d p o p ul ati o n i n t h e a n al ys es of all 
s e c o n d ar y e n d p oi nts.  

5. 8. 1  6- Mi n ut e W al k T est  

T h e dist a n c e w al k e d at e a c h visit a n d t h e c h a n g e fr o m b as eli n e at e a c h p ost  b as eli n e visit, as 
o bt ai n e d fr o m t h e 6- mi n ut e w al k t est ( 6 M W T) , will b e s u m m ari z e d d es cri pti v el y f or 
a m b ul at or y s u bj e cts  wit h n o n-missi n g b as eli n e 6 M W T ass ess m e nts . T h e dist a n c e w al k e d at 
e a c h  will als o b e s u m m ari z e d f or ea c h a ct u al a g e.  

T h e e n d p oi nt will als o b e a n al y z e d b y m e a ns of a mi x e d m o d el r e p e at e d m e as ur es ( M M R M).  
A n u nstr u ct ur e d v ari a n c e- c o v ari a n c e will b e ass u m e d a n d t h e esti m ati o n m et h o d will b e t h e 
d ef a ult, R e M L . T h e m o d el will i n cl u d e t h e f a ct ors f or  tr e at m e nt, visit, a g e ( 6- 1 1, 1 2- 1 7, a n d 
≥ 1 8 y e ars ), us e of c orti c ost er oi ds at b as eli n e (y e s vs n o), a n d b as eli n e 6 M W D c at e g or y 
(< 3 0 0 m et ers, ≥ 3 0 0 -< 4 0 0 m et ers, ≥ 4 0 0 m et ers ), a n d b as eli n e 6 M W D as a c o v ari at e . Visit is 
c o nsi d er e d as a c at e g ori c al v ari a bl e.  Fr o m t his  a n al ysis t h e m e a n c h a n g e at e a c h visit will b e 
e v al u at e d.  If t h e m o d el c a n n ot c o n v er g e, c o m p o u n d s y m m etr y v ari a n c e-c o v ari a n c e  str u ct ur e 
will b e ass u m e d . 

5. 8. 2  Ti m e d F u n cti o n T ests  

Ti m e d f u n cti o n t est d at a ( i e, ti m e t o st a n d fr o m s u pi n e a n d ti m e t o r u n/ w al k 1 0 met ers)  a n d 
c h a n g e fr o m b as eli n e t o e a c h p ost b as eli n e visit will b e s u m m ari z e d d es cri pti v el y  b y v isit f or 
a m b ul at or y s u bj e cts  wit h n o n-missi n g b as eli n e ti m e d f u n cti o n t ests ass ess m e nts . Si mil arl y 
t h e ti m e t o st a n d fr o m s u pi n e a n d ti m e t o r u n/ w al k 1 0 m et ers will  als o  b e s u m m ari z e d f or 
e a c h a ct u al a g e.  

Ti m e d f u n cti o n t est ( T F T) d at a  i m p ut ati o n r ul es as t h e f oll o wi n g will b e us e d i n t h e 
s u m m ar y.  

●  If ti m e t o r u n/ w al k 1 0 m et ers > 3 0 s e c, t h e n s et t o 3 0 s e c.  

●  If ti m e t o st a n d fr o m s u pi n e > 3 0 s e c, t h e n s et t o 3 0 s e c.  

Si mil ar t o 6 M W T, t h e ti m e t o st a n d fr o m s u pi n e a n d ti m e t o r u n/ w al k 1 0 m et ers of will als o 
b e a n al y z e d b y m e a ns of a mi x e d m o d el r e p e at e d m e as ur es ( M M R M)  w h er e b as eli n e is 
b as eli n e ti m e t a k e n t o st a n d fr o m s u pi n e a n d ti m e t a k e n t o r u n/ w al k 1 0 m et ers, r es p e cti v el y.  

T h e K a pl a n - M ei er m et h o d will b e a p pli e d t o t h e a n al ysis of a g e at  l oss of a m b ul ati o n. T h e 
m e di a n a g e at  l oss of a m b ul ati o n will b e r e p ort e d b y c orti c ost er oi ds us e at b as eli n e . T h e 
K a pl a n -M ei er c ur v es will als o b e dis p l a y e d. T h e  a g e at l oss of a m b ul ati o n is d efi n e d as a g e 
of t h e dis e as e pr o gr essi o n r e p ort e d as t h e a d v ers e e v e nt or a g e at t h e ti m e t o r u n/ w al k 
1 0 m et ers > 3 0 s e c o n ds, w hi c h e v er o c c urs e arli er . T h e s u bj e cts w h o ar e a m b ul at or y at t h e e n d 
of st u d y or dis c o nti n u ati o n will b e c e ns or e d o n t h e l ast v ali d ti m e d f u n cti o n t ests ass ess m e nt 
d at e. A g e o n t h at d at e will b e us e d i n t h e a n al ysis. A s e nsiti vit y a n al ysis will b e p erf or mi n g 
b as e d o n t h e l oss of a m b ul ati o n d efi n e d o nl y b y dis e as e pr o gr essi o n A E. 
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5. 8. 3  N o rt h St a r A m b u l at o r y Ass ess m e nt 

T h e N S A A c o nsists of 1 7 a cti viti es, e a c h s c or e d as 0, 1, or 2.  T h e s u m of t h es e 1 7 s c or es 
will b e us e d t o f or m a t ot al s c or e.  If f e w er t h a n 1 3 of t h e 1 7 a cti viti es ar e p erf or m e d, t h e  
t ot al s c or e will b e c o nsi d er e d missi n g.  If fr o m 1 3 t o 1 6 a cti viti es ar e p erf or m e d, t h e t ot al 
s c or e will b e c al c ul at e d b y m ulti pl yi n g t h e s u m of t h e s c or es i n t h e x a cti viti es t h at w er e 
p erf or m e d b y 1 7/ x.  If a n a cti vit y c a n n ot b e p erf or m e d d u e t o dis e as e pr o gr essi o n/l oss of 
a m b ul ati o n, a s c or e of z er o will b e assi g n e d. T h e li n e ar s c or e is t h e li n e ar tr a nsf or m ati o n of  
t h e N S A A s c or e t o a s c al e of 0 t o 1 0 0 [M a y h e w 2 0 1 3 ]. 

T ot al s c or es a n d li n e ar s c or es  fr o m t h e N ort h St ar A m b ul at or y Ass ess m e nt will b e 
s u m m ari z e d  b y visit a n d c h a n g e  fr o m b as eli n e t o e a c h p ost b as eli n e visit  w ill b e s u m m ari z e d 
d es cri pti v el y f or a m b ul at or y  s u bj e cts  wit h n o n -missi n g b as eli n e N S A A  ass ess m e nts . 
Si mil arl y t h e t ot al a n d li n e ar s c or es  will  als o  b e s u m m ari z e d f or e a c h a ct u al a g e.  

T h e n u m b er a n d pr o p orti o n of l oss of f u n cti o n of e a c h N ort h St ar A m b ul at or y Ass ess m e nt 
it e m at w e e k 4 8 will b e t a b ul at e d. T h e f u n cti o n l oss d efi n e d as a s hift fr o m n o n-z er o at 
b as eli n e t o z er o at w e e k 4 8. T h e missi n g d at a will b e h a n dl e d b y l ast o bs er v ati o n c ar ri e d 
f or w ar d ( L O C F). 

5. 8. 4  E g e n Kl assifi k ati o n S c al e  

T h e t ot al s c or e of E K s c al e a n d c h a n g e fr o m b as eli n e t o e a c h p ost b as eli n e visit  wil l b e 
s u m m ari z e d d es cri pti v el y  b y visit f or n o n - a m b ul at or y s u bj e cts  a n d As -Tr e at e d p o p ul ati o n . 
Si mil ar l y t h e t ot al s c or e will  als o  b e s u m m ari z e d f or e a c h a ct u al a g e. 

5. 8. 5  S pi r o m et r y  

P ul m o n ar y f u n cti o n p ar a m et ers of %-pr e di c at e d F V C , % -pr e di ct e d F E V 1 ( a dj ust e d  usi n g 
ul n a  l e n gt h a n d a g e ), p e a k e x pir at or y fl o w  (P E F ), a n d p e a k c o u g h fl o w  (P C F ) a n d t h eir 
a bs ol ut e a n d r el ati v e c h a n g es fr o m  b as el i n e will b e s u m m ari z e d b y visit f or n o n - a m b ul at or y 
s u bj e cts  a n d As -Tr e at e d p o p ul ati o n .  Si mil arl y t h e o bs er v e d v al u es of t h e e n d p oi nts will als o 
b e s u m m ari z e d f or e a c h a ct u al a g e. 

T h e K a pl a n -M ei er m et h o d will b e a p pli e d t o t h e a n al ysis of a g e at  F V C  < 1 lit er. T h e m e di a n 
a g e at  F V C < 1 lit er will b e r e p ort e d  b y c orti c ost er oi ds us e at b as eli n e . T h e K a pl a n -M ei er 
c ur v es will als o b e dis pl a y e d. T h e a g e at F V C < 1 lit er is t h e o n e at t h e first ti m e F V C < 1 lit er. 
If s u bj e cts d o n ot h a v e F V C < 1 lit er, t h e a g e at th e l ast n o n -missi n g F V C as s ess m e nt will b e 
c h os e n as t h e c e ns or a g e.   

5. 8. 6  Dis e a s e St at u s S u r v e y  

F or c h a n g e i n dis e as e st at us of pr os p e cti v e s ur v e y d at a,  n u m b er ( %) of s u bj e cts wit h c h a n g es 
fr o m b as eli n e t o e a c h visit will b e s u m m ari z e d b y e a c h c at e g or y  f or o v er all s u bj e cts a n d a 
s u b gr o u p of s u bj e cts wit h c orti c ost er oi d us e ( Y es/ N o).  If t h er e ar e m ulti pl e s y m pt o ms u n d er 
a c at e g or y, t h e hi g h est s c or e/ w ors e c as e of all a v ail a bl e s y m pt o ms w as s el e ct e d f or t h e 
c at e g or y i n t h e s u m m ar y.  

D at a fr o m t h e r etr os p e cti v e s ur v e y i n st u di es 0 0 7 a n d 0 0 7 e will b e  s u m m ari z e d s e p ar at el y.  
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5. 8. 7  E c h o c a r di o g r a m  

T h e L V E F will b e s u m m ari z e d b y visit a n d c h a n g e fr o m b as eli n e t o e a c h p ost b as eli n e visit 
will b e s u m m ari z e d d es cri pti v el y f or o v er all s u bj e cts. Si mil arl y t h e L V E F  will b e 
s u m m ari z e d f or e a c h a ct u al a g e. 

5. 9  S u b g r o u p a n al ysis  

5. 9. 1  Si x mi n ut e w al k  dist a n c e s u b g r o u p s  

T h e  b y -visit s u m m ar y o n t h e o bs er v e d v al u es a n d c h a n g e fr o m b as eli n e t o e a c h p ost b as eli n e 
visit v al u es will b e p erf or m e d  d es cri pti v el y f or e a c h 6 M W T  s u b gr o u p ( < 3 0 0 m et ers, 
≥ 3 0 0 -< 4 0 0 m et ers, ≥ 4 0 0 m et ers ) o n 6 M W T, T F T , a n d N S A A e n d p oi nts .  

5. 9. 2  C o rti c ost e r oi d s t y p e s u b g r o u p s  

T h e b y -visit s u m m ar y o n t h e o bs er v e d v al u es a n d c h a n g e fr o m b as eli n e t o e a c h p ost b as eli n e 
visit v al u es will b e p erf or m e d d es cri pti v el y  f or e a c h c orti c ost er oi d t y p e pri or t o st u d y e ntr y 
(d efl a z a c ort vs pr e d nis o n e/ pr e d nis ol o n e) o n 6 M W T a n d T F Ts. T h e K a pl a n -M ei er m et h o d 
will b e a p pli e d t o t h e a n al ysis of a g e at l oss of a m b ul ati o n a n d a g e at F V C < 1 lit er e a c h 
s u b gr o u p.  

5. 9. 3  C u m ul ati v e d u r ati o n of  c o rti c ost e r oi d s u s e s u b g r o u p s  

T h e c u m ul ati v e d ur ati o n of c orti c ost er oi d us e pri or t o st u d y e ntr y will b e c at e g ori z e d as 
< 1 2  m o nt hs vs ≥ 1 2 m o nt hs. T h e b y -visit s u m m ar y o n t h e o bs er v e d v al u es a n d c h a n g e fr o m 
b as eli n e t o e a c h p ost b as eli n e visit v al u es will b e p erf or m e d d es cri pti v el y f or e a c h s u b gr o u p  
o n 6 M W T  a n d  T F Ts. T h e K a pl a n -M ei er m et h o d will b e a p pli e d t o t h e a n al ysis of a g e at l oss 
of a m b ul ati o n a n d a g e at F V C < 1 lit er f or e a c h s u b gr o u p.  

5. 9. 4  Ot h e r s u b g r o u p s  

C orti c ost er oi ds us e i n t h e st u d y will b e r e vi e w e d. If a n y ot h er c orti c ost er oi d s s u b gr o u p is 
cli ni c all y m e a ni n gf ul, t h e s u b gr o u p a n al ys es o n it will b e p erf or m e d o n all effi c a c y 
e n d p oi nts.  
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6 DATA HANDLING 

6.1 Analysis Visits based on Visit Windows 
Since some subjects had early terminations or unscheduled visits in during, the derived 
analysis visits will be generated by visit window defined as follows. 
The derived visits will be generated by visit window defined as follows. 
Let ADY=assessment date –first dose date +1. 
IF .<= ADY <=1 THEN AVISIT= BASELINE AND AVISITN=1; 
IF 42<= ADY <=126 THEN AVISIT=WEEK 12 AND AVISITN=2; 
IF 126<ADY <=210 THEN AVISIT=WEEK 24 AND AVISITN=3; 
IF 210<ADY <=294 THEN AVISIT=WEEK 36 AND AVISITN=4; 
IF 294<ADY <=378 THEN AVISIT=WEEK 48 AND AVISITN=5; 
IF 378<ADY <=462 THEN AVISIT=WEEK 60 AND AVISITN=6; 
IF 462<ADY <=546 THEN AVISIT=WEEK 72 AND AVISITN=7; 
IF 546<ADY <=630 THEN AVISIT=WEEK 84 AND AVISITN=8; 
IF 630<ADY <=714 THEN AVISIT=WEEK 96 AND AVISITN=9; 
IF 714<ADY <=798 THEN AVISIT=WEEK 108 AND AVISITN=10; 
IF 798<ADY <=882 THEN AVISIT=WEEK 120 AND AVISITN=11; 
IF 882<ADY <=966 THEN AVISIT=WEEK 132 AND AVISITN=12; 
IF 966<ADY <=1050 THEN AVISIT=WEEK 144 AND AVISITN=13; 
IF 1050<ADY <=1134 THEN AVISIT=WEEK 156 AND AVISITN=14; 
IF 1134<ADY <=1218 THEN AVISIT=WEEK 168 AND AVISITN=15; 
IF 1218<ADY <=1302 THEN AVISIT=WEEK 180 AND AVISITN=16; 
IF 1302<ADY <=1386 THEN AVISIT=WEEK 192 AND AVISITN=17; 
IF 1470<ADY <=1554 THEN AVISIT=WEEK 216 AND AVISITN=19; 
IF 1554<ADY <=1638 THEN AVISIT=WEEK 228 AND AVISITN=20; 
IF 1638<ADY <=1722 THEN AVISIT=WEEK 240 AND AVISITN=21 
IF 1722<ADY <=1806 THEN AVISIT=WEEK 252 AND AVISITN=22 
IF 1806<ADY <=1890 THEN AVISIT=WEEK 264 AND AVISITN=23 
IF 1890<ADY <=1974 THEN AVISIT=WEEK 276 AND AVISITN=24 
IF 1974<ADY <=2058 THEN AVISIT=WEEK 288 AND AVISITN=25 
IF 2058<ADY <=2142 THEN AVISIT=WEEK 300 AND AVISITN=26 
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If t h er e ar e m or e t h a n 1 v ali d ass ess m e nt wit hi n on e visit wi n d o w, t h e l ast o n e will b e c h os e n 
as t h e a n al ysis v al u e.  

6. 2  B as eli n e  

I n g e n er al, B as eli n e is d efi n e d as t h e l ast n o n-missi n g v ali d ass ess m e nt pri or t o or o n t h e d at e 
of t h e first d os e.  

6. 3  A b s ol ut e a n d R el ati v e C h a n g e f r o m B as eli n e  

T h e a bs ol ut e c h a n g e  fr o m b as eli n e at e a c h p ost-b as eli n e visit is c al c ul at e d as ( p ost -b as eli n e 
v al u e –  B as eli n e), w hil e t h e r el ati v e c h a n g e ( %) fr o m b as eli n e at e a c h p ost -b as eli n e visit is 
c al c ul at e d as ( p ost -b as eli n e v al u e –  B as eli n e)/ B as eli n e × 1 0 0.  

6. 4  Missi n g D at es of A E a n d P ri o r a n d C o n c o mit a nt M e di c ati o n s  

6. 4. 1  Missi n g D at e I nf o r m ati o n f o r A d v e rs e E v e nts  

T h e f oll o wi n g i m p ut ati o n r ul es o nl y a p pl y t o c as e s i n w hi c h t h e st art d at e i s i n c o m pl et e 
(i e, p arti all y missi n g) f or a d v ers e e v e nts.  

Missi n g d a y a n d m o nt h  

●  If t h e y e ar is s a m e as t h e y e ar of t h e d at e of t h e fir st d os e of d o u bl e-bli n d st u d y 
dr u g, t h e n t h e d a y a n d m o nt h of t h e d at e of t h e fir st d os e of d o u bl e -bli n d st u d y 
dr u g will b e assi g n e d t o t h e missi n g fi el ds.  

●  If t h e y e ar is pri or t o t h e y e ar of t h e d at e of t h e fir st d os e d o u bl e-bli n d st u d y dr u g, 
t h e n D e c e m b er 3 1 will b e assi g n e d t o t h e missi n g fi el ds. 

●  If t h e y e ar is aft er t h e y e ar of t h e d at e of t h e first d os e d o u bl e-bli n d st u d y dr u g, 
t h e n J a n u ar y 1 will b e assi g n e d t o t h e missi n g fi el ds. 

Missi n g m o nt h o nl y  

●  T h e d a y will b e tr e at e d a s missi n g a n d b ot h m o nt h a n d d a y will b e r e pl a c e d 
a c c or di n g t o t h e a b o v e pr o c e d ur e.  

Missi n g d a y o nl y  

●  If t h e m o nt h a n d y e ar ar e s a m e as t h e y e ar a n d m o nt h of t h e d at e of t h e first d os e 
d o u bl e -bli n d st u d y dr u g, t h e n t h e d at e of t h e first d os e d o u bl e-bli n d st u d y dr u g 
will b e assi g n e d t o t h e missi n g d a y.  

●  If eit h er t h e y e ar is b ef or e t h e y e ar of t h e d at e of t h e first d os e of d o u bl e-bli n d 
st u d y dr u g or if b ot h y e ar s ar e t h e s a m e b ut t h e m o nt h is b ef or e t h e m o nt h of t h e 
d at e of t h e first d os e of d o u bl e -bli n d st u d y dr u g, t h e n t h e l ast d a y of t h e m o nt h will 
b e assi g n e d t o t h e missi n g d a y.  



At al u r e n   
St atisti c al A n al y sis Pl a n  1 7 A P R 2 0 1 8  

V 1 . 0 P T C T h e r a p e uti cs, I n c. - C o nfi d e nti al  P a g e 2 2  of 2 8  

●  If eit h er t h e y e ar is aft er t h e y e ar of t h e d at e of t h e first d os e of d o u bl e-bli n d st u d y 
dr u g or if b ot h y e ars ar e t h e s a m e b ut t h e m o nt h is aft er t h e m o nt h of t h e d at e of 
t h e first d os e of d o u bl e-bli n d st u d y dr u g, t h e n t h e first d a y of t h e m o nt h will b e 
assi g n e d t o t h e missi n g d a y.  

If t h e st o p d at e is c o m pl et e a n d t h e i m p ut e d st art d at e as a b o v e is aft er t h e st o p d at e, t h e st art 
d at e will b e i m p ut e d b y t h e st o p d at e.  

6. 4. 2  Missi n g D at e I nf o r m ati o n f o r P ri o r o r C o n c o mit a nt M e di c ati o n s  

F or pri or or c o n c o mit a nt m e di c ati o ns, i n cl u di n g r e s c u e m e di c ati o ns, i n c o m pl et e (i e,  p arti al 
missi n g) st art d at e a n d/ or st o p d at e will b e i m p ut e d. W h e n t h e st art d at e a n d t h e st o p d at e  ar e 
b ot h i n c o m pl et e f or a s u bj e ct, i m p ut e t h e st art d at e first.  

6. 4. 2. 1  I n c o m pl et e St art D at e  

T h e f oll o wi n g r ul es will b e a p pli e d t o i m p ut e t h e missi n g n u m eri c al fi el ds. If t h e st o p d at e is 
c o m pl et e a n d t h e i m p ut e d st art d at e is aft er t h e st o p d at e, t h e n t h e st ar t d at e will b e i m p ut e d 
usi n g t h e st o p d at e.  

Missi n g d a y a n d m o nt h  

●  If t h e y e ar of t h e i n c o m pl et e st art d at e is t h e s a m e as t h e y e ar of t h e d at e of t h e 
first d os e of d o u bl e-bli n d st u d y dr u g, t h e n t h e d a y a n d m o nt h of t h e d at e of t h e 
first d os e of d o u bl e-bli n d st u d y dr u g will b e assi g n e d t o t h e missi n g fi el ds.  

●  If t h e y e ar of t h e i n c o m pl et e st art d at e is pri or t o t h e y e ar of t h e d at e of t h e first 
d os e of d o u bl e -bli n d st u d y dr u g, t h e n D e c e m b er 3 1 will b e assi g n e d t o t h e missi n g 
fi el ds. 

●  If t h e y e ar of t h e i n c o m plet e st art d at e is aft er t h e y e ar of t h e d at e of t h e fir st d os e 
of d o u bl e -bli n d st u d y dr u g, t h e n J a n u ar y 1 will b e assi g n e d t o t h e missi n g fi el ds.  

Missi n g m o nt h o nl y  

●  T h e d a y will b e tr e at e d a s missi n g a n d b ot h m o nt h a n d d a y will b e r e pl a c e d 
a c c or di n g t o t h e  a b o v e pr o c e d ur e.  

Missi n g d a y o nl y  

●  If t h e m o nt h a n d y e ar of t h e i n c o m pl et e st art d at e ar e t h e s a m e as t h e m o nt h a n d 
y e ar of t h e d at e of t h e fir st d os e of d o u bl e -bli n d st u d y dr u g, t h e n t h e d a y of t h e 
d at e of t h e first d os e of d o u bl e -bli n d st u d y dr u g will b e  assi g n e d t o t h e mis si n g 
d a y.  

●  If eit h er t h e y e ar is b ef or e t h e y e ar of t h e d at e of t h e first d os e of d o u bl e-bli n d 
st u d y dr u g or if b ot h y e ar s ar e t h e s a m e b ut t h e m o nt h is b ef or e t h e m o nt h of t h e 
d at e of t h e first d os e of d o u bl e -bli n d st u d y dr u g, t h e n t h e l ast d a y of t h e m o nt h will 
b e assi g n e d t o t h e missi n g d a y.  

●  If eit h er t h e y e ar is aft er t h e y e ar of t h e d at e of t h e first d os e of d o u bl e-bli n d st u d y 
dr u g or if b ot h y e ars ar e t h e s a m e b ut t h e m o nt h is aft er t h e m o nt h of t h e d at e of 
t h e first d os e of d o u bl e-bli n d st u d y dr u g, t h e n t h e first d a y of t h e m o nt h will b e 
assi g n e d t o t h e missi n g d a y.  
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6. 4. 2. 2  I n c o m pl et e St o p D at e  

T h e f oll o wi n g r ul es will b e a p pli e d t o i m p ut e t h e missi n g n u m eri c al fi el ds. If t h e d at e of t h e 
l ast d os e of d o u bl e-bli n d st u d y dr u g is missi n g, r e pl a c e it wit h t h e l ast visit d at e or d at a 
c ut -off d at e if t h e s u bj e ct is o n -g oi n g. If t h e i m p ut e d st o p d at e is b ef or e t h e st art d at e 
(i m p ut e d or n o n-i m p ut e d st art d at e), t h e n t h e i m p ut e d st o p d at e will b e e q u al t o t h e st art d at e. 

Missi n g d a y a n d m o nt h  

●  If t h e y e ar of t h e i n c o m pl et e st o p d at e is t h e s a m e as t h e y e ar of t h e d at e of t h e l ast 
d os e of d o u bl e -bli n d st u d y dr u g, t h e n t h e d a y a n d m o nt h of t h e d at e of t h e l ast 
d os e of d o u bl e -bli n d st u d y dr u g will b e assi g n e d t o t h e missi n g fi el ds.  

●  If t h e y e ar of t h e i n c o m pl et e st o p d at e is pri or t o t h e y e ar of t h e d at e of t h e l ast 
d os e of d o u bl e -bli n d st u d y dr u g, t h e n D e c e m b er 3 1 will b e assi g n e d t o t h e missi n g 
fi el ds. 

●  If t h e y e ar of t h e i n c o m pl et e st o p d at e is aft er t h e y e ar of t h e d at e of t h e l ast d os e 
of d o u bl e -bl i n d st u d y dr u g, t h e n J a n u ar y 1 will b e assi g n e d t o t h e missi n g fi el ds. 

Missi n g m o nt h o nl y  

●  T h e d a y will b e tr e at e d a s missi n g a n d b ot h m o nt h a n d d a y will b e r e pl a c e d 
a c c or di n g t o t h e a b o v e pr o c e d ur e.  

Missi n g d a y o nl y  

●  If t h e m o nt h a n d y e ar of t h e i n c o m pl et e st o p d at e ar e t h e s a m e as t h e m o nt h a n d 
y e ar of t h e d at e of t h e l ast d os e of d o u bl e -bli n d st u d y dr u g, t h e n t h e d a y of t h e d at e 
of t h e l ast d os e of d o u bl e -bli n d st u d y dr u g will b e assi g n e d t o t h e missi n g d a y.  

●  If eit h er t h e y e ar is b ef or e t h e y e ar of t h e d at e of t h e l ast d os e of d o u bl e-bli n d 
st u d y dr u g or if b ot h y e ar s ar e t h e s a m e b ut t h e m o nt h is b ef or e t h e m o nt h of t h e 
d at e of t h e l ast d os e of d o u bl e -bli n d st u d y dr u g, t h e n t h e l ast d a y of t h e m o nt h will 
b e assi g n e d t o t h e missi n g d a y.  

●  If eit h er t h e y e ar is aft er t h e y e ar of t h e d at e of t h e l ast d os e of d o u bl e -bli n d st u d y 
dr u g or if b ot h y e ars ar e t h e s a m e b ut t h e m o nt h is aft er t h e m o nt h of t h e d at e of 
t h e l ast d os e of d o u bl e-bli n d st u d y dr u g, t h e n t h e first d a y of t h e m o nt h will b e 
assi g n e d t o t h e missi n g  d a y.  
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7 ANALYSIS CHANGES FROM PROTOCOL 
The paired t-test is removed from the analysis on change from baseline in 6-minute walk test, 
timed function tests, North Star Ambulatory Assessment, Egen Klassifikation Scale, and 
spirometry endpoints. Subgroup analyses based on 6-minute walk test, corticosteroid type, 
and the cumulative duration of corticosteroid use are added.  
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8 CINRG DATA 

8.1 Overview of CINRG Data 
CINRG is a natural history registry database which collects DMD data using consortium of 
medical and scientific investigators from academic and research centers on neuromuscular 
disease. Demographics and baseline characteristics, corticosteroids medication use (and 
type), efficacy endpoints including 6MWT, time taken to stand from supine, time taken to 
run/walk 10 meters, NSAA, spirometry, and EK will be analyzed. Other endpoints collected 
by CINRG but not in Study 019 will not be included into this analysis plan. The CINRG 
natural history control will be compared to ataluren’s efficacy data to assess the ataluren’s 
long- term treatment benefit. 
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8. 2  M at c h e d P o p ul ati o n s  

T o c o m p ar e CI N R G wit h St u d y 0 1 9, t h e m at c h e d p o p ul ati o ns ar e d efi n e d i n t h e f oll o wi n g 
t a bl e f or diff er e nt e n d p oi nts a n d a n al ys es. M at c hi n g crit eri a will b e a dj ust e d if i m b al a n c e 
d e m o gr a p hi cs a n d b as eli n e c h ar a ct eristi cs ar e o bs er v e d.  

E n d p oi nt/ 
A n al y si s  

A g e 
( Y e a r s) at 
St u d y 
E ntr y  

A g e ( Y e a r s) 
at 
A s s e s s m e nt  

St e r oi d U s e  
A m b ul ati o n 
st at u s  

E x cl u d e  
E X O N 5 1 
a n d 4 5  

B a s eli n e 
v al u e  

Vi sit 
Y e a r  

A g e at 
l o s s of 
a m b ul ati o n  

9 -1 8  

N ot 
a p pli c a bl e  

C u m ul ati v e 
St er oi d u s e 
d ur ati o n at st u d y 
e ntr y ≥ 1 2  m o nt h s  

A m b ul at or y 
at st u d y 
e ntr y  

Y e s  ti m e 
t a k e n t o 
r u n/ w al k 
1 0 m et er s  
3. 5 -2 6. 4 
s e c o n d s 2  

N ot 
a p pli c a bl e  

A g e at F V C 
< 1  lit er 

9 -1 8  

N ot 
a p pli c a bl e  

N ot a p pli c a bl e  N o n -
a m b ul at or y 
at st u d y 
e ntr y  

Y e s  1 -3. 0 8  N ot 
a p pli c a bl e  

Pi e c e -wi s e 
r e gr e s si o n 
b a s e d o n 
F V C  

N ot 
a p pli c a bl e  

≤ 2 2  C u m ul ati v e 
St er oi d u s e 
d ur ati o n at e a c h 
a s s e s s m e nt 
≥ 2 4  m o nt h s  

N o n -
a m b ul at or y 
at e a c h 
a s s e s s m e nt  

Y e s  N ot 
a p pli c a bl e  

≥ 2 0 1 2  

% -
pr e di ct e d 
F V C  

9 -2 1  

N ot 
a p pli c a bl e  

N ot a p pli c a bl e  N o n -
a m b ul at or y 
at  st u d y 
e ntr y  

Y e s  3 2. 6 -
1 1 0. 3  

N ot 
a p pli c a bl e  

% -
pr e di ct e d 
F E V 1  

9 -2 1  

N ot 
a p pli c a bl e  

N ot a p pli c a bl e  N o n -
a m b ul at or y 
at st u d y 
e ntr y  

Y e s  2 8. 1 -
1 0 4. 0  

N ot 
a p pli c a bl e  

P E F  9 -2 1  

N ot 
a p pli c a bl e  

N ot a p pli c a bl e  N o n -
a m b ul at or y 
at st u d y 
e ntr y  

Y e s  1. 3 -2 1 8. 0  N ot 
a p pli c a bl e  

E K  9 -1 8  
N ot 
a p pli c a bl e  

N ot a p pli c a bl e  A m b ul at or y 
at st u d y 
e ntr y  

Y e s  S c or e 
0 -1 5  

N ot 
a p pli c a bl e  

6 M W T  

9 -1 8  N ot 
a p pli c a bl e  

C u m ul ati v e 
St er oi d u s e 
d ur ati o n at st u d y 
e ntr y ≥ 1 2 m o nt h s 
s  

A m b ul at or y 
at st u d y 
e ntr y  

Y e s  3 6 -5 5 3 
m et er s  

N ot 
a p pli c a bl e  

ti m e t a k e n 
t o 
r u n/ w al k 
1 0 m et er s  

9 -1 8  N ot 
a p pli c a bl e  

C u m ul ati v e 
St er oi d u s e 
d ur ati o n at st u d y 
e ntr y ≥ 1 2 m o nt h s  

A m b ul at or y 
at st u d y 
e ntr y  

Y e s  3. 5 -2 6. 4 
s e c o n d s  

N ot 
a p pli c a bl e  

ti m e t a k e n 
t o st a n d 
fr o m 
s u pi n e  

9 -1 8  N ot 
a p pli c a bl e  

C u m ul ati v e 
St er oi d u s e 
d ur ati o n at st u d y 
e ntr y ≥ 1 2  m o nt h s  

A m b ul at or y 
at st u d y 
e ntr y  

Y e s  2. 3 -3 0 
s e c o n d s  

N ot 
a p pli c a bl e  

N S A A  

9 -1 8  N ot 
a p pli c a bl e  

C u m ul ati v e 
St er oi d u s e  
d ur ati o n at st u d y 
e ntr y ≥ 1 2  m o nt h s 
s  

A m b ul at or y 
at st u d y 
e ntr y  

Y e s  T ot al 
s c or e 
3 -3 4  

N ot 
a p pli c a bl e  



At al u r e n   
St atisti c al A n al y sis Pl a n  1 7 A P R 2 0 1 8  

V 1 . 0 P T C T h e r a p e uti cs, I n c. - C o nfi d e nti al  P a g e 2 7  of 2 8  

8. 2. 1  A n al ys es B as e d o n M at c h e d P o p ul ati o n s of CI N R G a n d St u d y 0 1 9  

D e m o gr a p hi cs a n d b as eli n e c h ar a ct eristi cs ( a g e, r a c e, a m b ul ati o n st at us, c orti c ost er oi d us e 
( y e s or n o), d ur ati o n of c orti c ost er oi d us e, c orti c o st er oi d t y p e, b as eli n e 6 M W D, b as eli n e  ti m e 
t o r u n/ w al k 1 0 m et ers, b a s eli n e ti m e t o  st a n d fr o m s u pi n e, b as eli n e % -pr e di ct e d F E V 1, 
% -pr e di ct e d F V C, P E F, E K s c or e, N S A A t ot al s c or e) will b e s u m m ari z e d d es cri pti v el y f or 
CI N R G a n d St u d y 0 1 9 b as e d o n e a c h  m at c h e d p o p ul ati o n.  T h e s u m m ar y will b e dis pl a y e d 
b y c orti c ost er oi d us e ( y e s vs n o)  a n d c u m ul ati v e st er oi d us e ( ≥ 1 2 m o nt hs vs < 1 2 m o nt hs ) f or 
b as eli n e a m b ul at or y a n d n o n -a m b ul at or y s u bj e cts s e p ar at el y.  I n g e n er al, th e b as eli n e is 
d efi n e d as t h e first visit i n CI N R G d at a.  T h e  b as eli n e a g e i n t h e F V C a n al ysis usi n g 
pi e c e -wis e r e gr essi o n m o d els is t h e a g e at t h e first F V C ass ess m e nts f or b ot h CI N R G a n d 
S t u d y 0 1 9. 

T h e c o m p aris o n t o t h e n at ur al hist or y d at a (i e, CI N R G d at a) b as e d o n m at c h e d s u bj e cts will 
b e p erf or m e d i n F V C usi n g pi e c e -wis e r e gr essi o n m o d els, a g e t o l oss of a m b ul ati o n, a n d a g e 
t o F V C < 1 lit er  usi n g K a pl a n -M ei er m et h o d.  

Pi e c e -wis e r e gr essi o n m o d els will b e a p pli e d t o l o g F V C i n CI N R G a n d St u d y  0 1 9 d at a, 
s e p ar at el y, usi n g diff er e nt a g es as t h e c h a n g e p oi nt. T h e m ost p ossi bl e c h a n g e p oi nt i n t er ms 
of a g e will b e c h os e n at t h e b est m o d el fit (i e, AI C C v al u e is t h e m a xi m al). S c att er pl ots of 
l o g F V C a n d t h e m ost fitt e d pi e c e-wis e r e gr essi o n li n e will b e g e n er at e d f or CI N R G a n d 
St u d y  0 1 9, s e p ar at el y. C o m p aris o n b et w e e n t h e  o bs er v e d a n d pr e di ct e d F V C i n St u d y  0 1 9 
will b e p erf or m e d usi n g r e p e at e d m e as ur es a n al ysi s of v ari a n c e t o a c c o u nt f or wit hi n -s u bj e ct 
c orr el ati o n, w h er e t h e pr e di ct e d v al u es ar e b as e d o n t h e r e gr essi o n e q u ati o n esti m at e d b y t h e 
b est fit r e gr essi o n m o d el b a s e d o n CI N R G d at a.  

T h e K a pl a n -M ei er m et h o d will b e a p pli e d t o t h e a n al ysis of a g e t o l oss of a m b ul ati o n a n d 
a g e t o F V C < 1 lit er. T h e m e di a n a g e t o l oss of a m b ul ati o n a n d m e di a n a g e t o F V C < 1 lit er 
will b e r e p ort e d. T h e c o m p aris o n b et w e e n St u d y  0 1 9 a n d CI N R G will b e c o n d u ct e d vi a 
l o g-r a n k t est b y c orti c ost er oi d us e at b as eli n e ( y es or n o) a n d o v er all . T h e K a pl a n-M ei er 
c ur v es will als o b e dis pl a y e d.  

I n St u d y  0 1 9, t h e l oss of a m b ul ati o n is d efi n e d as t h e dis e as e pr o gr essi o n r e p ort e d as t h e 
a d v ers e e v e nt  or t h e ti m e t o r u n/ w al k 1 0 m et ers > 3 0 s e c o n ds, w hi c h e v er o c c urs e arli er . T h e 
e v e nt a g e is t h e o n e o n t h e A E st art d at e. T h e s u bj e cts w h o ar e a m b ul at or y at t h e e n d of st u d y 
will b e c e ns or e d o n t h e l ast v ali d ti m e d f u n cti o n t ests ass ess m e nt d at e. A g e o n t h at d at e  will 
b e us e d i n t h e a n al ysis. I n t h e CI N R G d at a, t h e a g e at t h e e arli est r e p ort of t h e n o n -
a m b ul ati o n  or t h e ti m e t o r u n/ w al k 1 0 m et ers > 3 0 s e c o n ds, w hi c h e v er e arli er,  will b e pi c k e d 
as t h e e v e nt a g e. If s u bj e cts i n CI N R G d at a d o n ot r e p ort n o n -a m b ul ati o n , t h e a g e at t h e l ast 
r e p ort of a m b ul ati o n will b e c h os e n as t h e c e ns or a g e. A s e nsiti vit y a n al ysis will b e 
p erf or mi n g b as e d o n t h e l oss of a m b ul ati o n d efi n e d o nl y b y dis e as e pr o gr es si o n A E.  

Si mil arl y, t h e a g e at F V C < 1 lit er is t h e o n e at t h e first ti m e F V C < 1 lit er. If s u bj e cts d o n ot 
h a v e F V C < 1 lit er, t h e a g e at t h e l ast n o n -missi n g F V C ass ess m e nt will b e c h os e n as t h e 
c e ns or a g e.  

F or CI N R G d at a o nl y, t h e o bs er v e d v al u es will b e s u m m ari z e d  d es cri pti v el y f or e a c h a ct u al 
a g e o n 6 M W T, ti m e t o r u n/ w al k 1 0 m et e rs, ti m e t o st a n d fr o m s u pi n e, N S A A  t ot al a n d li n e ar  
s c or es, % -pr e di ct e d F V C, % -pr e di ct e d F E V 1, P E F  a n d E K t ot al s c or es  b y c orti c ost er oi d us e 
at b as eli n e ( y es or n o) a n d o v er all b as e d o n t h e m at c h e d p o p ul ati o ns.  

N S A A  s c or e d eri v ati o n al g orit h ms i n St u d y 0 1 9 will b e a p pli e d t o CI N R G d at a.  
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