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1 Overview 

This statistical analysis plan (SAP) describes in detail the statistical procedures and presentations to be 
implemented for the data analysis of Study ACH471-204.  This version of the SAP (V5.0) will be the 
final version.   

It is noted that changes in protocol amendments 4 and 5 included study objectives (both primary and 
secondary), study design to increase sample size, and inclusion of adolescents (12 years and older) 
which had major regulatory impact.  Protocol amendment 6 restores initial sample size projections and 
includes adult patients only, restoring the primary objectives to be the same as in Amendment 3 

  Protocol amendment 7 implements risk mitigations due to the COVID-19 global 
pandemic.  Section 4.4 below briefly summarizes the changes in each protocol amendment. 

As stated above, this study has completed enrollment of patients.  Twelve (12) patients have been treated 
which is about two-thirds of the planned sample size of 20.  Only descriptive statistical methodologies 
will be utilized.  Inferential comparisons between ALXN2040 (formerly ACH-0144471) and placebo 
will be considered if deemed meaningful and appropriate from a clinical perspective. 

Throughout this document, ‘6 months of treatment’ is synonymous with ‘at least 24 weeks of treatment’.  

2 Objective 

2.1 Primary Objectives 

The primary objective of this study is to evaluate the efficacy, relative to placebo, of six months of oral 
ALXN2040 in patients with C3G based on: 

 Improvement in renal biopsy results

 Improvement relative to baseline in proteinuria.

2.2 Secondary Objectives 

The secondary objectives of this study are: 

 To evaluate the clinical effect relative to placebo, of six months of oral ALXN2040 in patients with
C3G based on slope of estimated glomerular filtration rate (eGFR) relative to baseline over time

 To evaluate the clinical effect, relative to placebo, of six months of oral ALXN2040 in patients with
C3G based on change in estimated glomerular filtration rate (eGFR) relative to baseline over time

 Where available, evaluate the change in measured (m) GFR relative to baseline at end of 6 months
study drug treatment.

 To evaluate the safety and tolerability of six months of oral treatment with ALXN2040 in patients
with C3G by assessing serious adverse events (SAEs).

CCI
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2. 3  E x pl or at or y  O bj e cti v e s  

C o m pl e m e nt Bi o m a r k e rs  

  T o e v al u at e t h e c h a n g e i n C o m pl e m e nt pr ot ei ns C 3, B b a n d B a (s plit pr o d u cts) r el ati v e t o 
b as eli n e a n d c o m p ar e t h es e c h a n g es as t h e y r el at e t o cli ni c al o ut c o m es d es cri b e d i n pri m ar y a n d 
s e c o n d ar y o bj e cti v es.   

  T o e v al u at e t h e P K m e as ur es as t h e y r el at e t o c o m pl e m e nt bi o m ar k ers a n d alt er n ati v e p at h w a y 
( A P) i n hi biti o n ass a ys ( A P Wi esl a b a n d A P H e m ol ysis)  

  T o e v al u at e t h e eff e ct of A L X N 2 0 4 0  t h er a p y o n c o m pl e m e nt bi o m ar k ers c o m p ar e d wit h pl a c e b o 
at 6 m o nt hs r el ati v e t o b as eli n e  

2. 4  Q u alit y of Lif e O bj e cti v e s  

T h e q u alit y of lif e ( Q o L) o bj e cti v es of t h e st u d y ar e:  

  T o e v al u at e ki d n e y dis e as e a n d h e alt h -r el at e d q u alit y of lif e i nstr u m e nts i n p ati e nt s wit h C 3 G, 
o v er t h e c o urs e of A L X N 2 0 4 0 / pl a c e b o tr e at m e nt 

 

3  E n d p oi nt s  

T h e f oll o wi n g s e cti o ns i nt e n d t o pr o vi d e a list of o ut c o m e m e as ur es fr o m d at a c oll e ct e d o n effi c a c y, 
i n cl u di n g p h ar m a c o d y n a mi cs ( P D), s af et y, a n d p h ar m a c o ki n eti cs ( P K) t o a d dr ess t h e st u d y o bj e cti v es.  
T h e r es ult fr o m q u alit ati v e  p ati e nt i nt er vi e ws will n ot b e i n cl u d e d i n t h e st u d y cli ni c al d at a b as e, a n d 
t h er ef or e, is n ot list e d b el o w. 

N ot e t h at t h e o ut c o m e m e as ur es t o a d dr ess e x pl or at or y o bj e cti v es ar e d at a -d e p e n d e nt a n d ar e pr o vi d e d 
as g ui d e f or cli ni c al i nt er pr et ati o ns.  

3. 1  Effi c a c y O ut c o m e M e a s ur e s  

3. 1. 1  Bri ef D e s cri pti o n of R e n al Bi o p s y S c ori n g S y st e m  

A n e w  pr eli mi n ar y  r e n al bi o ps y s c ori n g s yst e m f or C 3 G dis e as e h as b e e n d e v el o p e d f or us e i n t his pr o of 
of c o n c e pt ( P O C)  st u d y.  A  si n gl e bi o ps y c o m p osit e i n d e x c o nsist i n g of t hr e e c o m p o n e nts : a cti vit y 
i n d e x, gl o m er ul ar C 3 c st ai ni n g, a n d gl o m er ul ar m a cr o p h a g e i nfiltr ati o n, will b e us e d as o n e of t h e 
pri m ar y effi c a c y o ut c o m e m e as ur es  i n t his st u d y.  T h e c hr o ni cit y i n d e x  f or C 3 G dis e as e will als o b e 
e x pl or e d t o ass ess t h e eff e cti v e n ess of A L X N 2 0 4 0 . 

I n di vi d u al bi o ps y f e at ur es as d es cri b e d b el o w ar e cl assifi e d  i nt o f o ur q u a ntifi a bl e c at e g ori es .  S e v erit y 
s c or es  of 0, 1, 2, a n d 3 ar e  assi g n e d t o t h e c orr es p o n di n g f o ur  c at e g o ri es f or e a c h  bi o ps y  f e at ur e. S c or e 
of  0 i n di c at es t h e  n or m al  st at e ( 0 or e xtr e m el y l o w q u a ntiti es)  of a p arti c u l ar f e at ur e. 
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T h e a cti vit y i n d e x i n cl u d es fi v e f e at ur es of t h e bi o ps y ass ess m e nt , e a c h wit h a p ossi bl e s c or e of 0 t o 3, 
t h at ar e c o m bi n e d t o gi v e a n o v er all a cti vit y i n d e x s c or e r a n gi n g fr o m 0 t o 1 5.   T h e c orr e ct e d a cti vit y 
s c or e w as c al c ul at e d b y t h e c e ntr al p at h ol o gist b y ass essi n g e a c h of t h e f oll o wi n g fi v e f e at ur es i n vi a bl e 
gl o m er uli.  A vi a bl e gl o m er ul us is o n e t h at d o es n ot s h o w gl o b al s cl er osis.   

  E n d o c a pill ar y h y p er c ell ul arit y –  d efi n e d as t h e pr es e n c e of c ells i n c a pill ar y l o o ps wit h l o o p 
o c cl usi o n. E a c h vi a bl e gl o m er ul us  is e v al u at e d f or t h e p er c e nt a g e of t h e t uft t h at h as e n d o c a pill ar y 
h y p er c ell ul arit y  a n d cl assifi e d t h e p er c e nt a g es i nt o f o ur c at e g ori es:  0, 1 -2 5 %, 2 6 -5 0 %, a n d > 5 0 % , 
c orr es p o n di n g t o s c or es 0 -3 .  T h e o v er all s c or e is t h e m e di a n of s c or es of all vi a bl e gl o m er uli 
i n v ol v e d.   

  N e utr o p hils i n c a pill ar y l u m e ns - s c or e e a c h vi a bl e gl o m er ul us as 0, 1 -3, 4 -1 0, > 1 0 c orr es p o n di n g t o 
s c or es of 0 -3 . T h e o v er all s c or e is t h e m e di a n of s c or es of all vi a bl e gl o m er uli i n v ol v e d.  

  M es a n gi al h y p er c ell ul arit y –  d efi n e d as m or e t h a n 4 c ells i n a m es a n gi al ar e a a w a y fr o m t h e hil u m 
( % gl o m er uli). S c or e as p er c e nt a g e of vi a bl e gl o m er uli i n v ol v e d:  0, 1 -2 5 %, 2 6 -5 0 %, > 5 0 % 
c orr es p o n di n g t o s c or es of 0 -3 . 

   N e cr osis - d efi n e d as disr u pti o n of t h e gl o m er ul ar b as e m e nt m e m br a n e wit h fi bri n e x u d ati o n a n d 
k ar y orr h e xis. At l e ast t w o of t h es e t hr e e l esi o ns n e e d t o b e pr es e nt t o m e et t h e crit eri a f or n e cr osis 
( % gl o m er uli). S c or e as p er c e nt a g e of vi a bl e gl o m er uli i n v ol v e d:  0, 1 -1 0 %, 1 1 -2 5 %, > 2 5 % 
c orr es p o n di n g t o s c or es of 0 -3 . 

  C ell ul ar or fi br o c ell ul ar cr es c e nts ( % gl o m er uli) –   S c or e as p er c e nt a g e of vi a bl e gl o m er uli i n v ol v e d : 
0,  1 -1 0 %, 1 1 -2 5 %, > 2 5 % c orr es p o n di n g t o s c or es of 0 -3.  

Gl o m er ul ar C 3 c st ai ni n g  is s c or e d 0 -3 b as e d o n t h e  st a n d ar d s e mi q u a ntit ati v e s c or e  i n w hi c h n e g ati v e, 
1 +, 2 + a n d 3 + will c orr es p o n d t o s c or es of 0 -3 . 

Gl o m er ul ar m a cr o p h a g e i nfiltr ati o n  –  d efi n e d as m a cr o p h a g e  c o u nts  p er gl o m er ul us i n a C D 6 8 
i m m u n ost ai n.  T h e c o u nts of e a c h gl o m er ul us  will b e assi g n e d t o  o n e of  f o ur c at e g ori es, 0 c ell , 1 -3  c ells, 
4 -1 0 c ells, > 1 0 c ells, c orr es p o n di n g t o s c or es of 0 -3.   T h e o v er all s c or e is t h e m e di a n of s c or es of all 
g l o m er uli i n v ol v e d. 

T h e s c or es  fr o m t h e a b o v e t hr e e el e m e nts (c orr e ct e d a cti vit y i n d e x, gl o m er ul ar C 3 c st ai ni n g a n d 
gl o m er ul ar m a cr o p h a g e i nfiltr ati o n) a d d e d t o t o g et h er pr o vi d e s a si n gl e c o m p osit e bi o ps y s c o r e , 
r a n gi n g fr o m 0 t o 2 1, a n d s er v e s as o n e of t h e pri m ar y effi c a c y m e as ur es.  

C hr o ni cit y i n d e x  i n cl u d es ass ess m e nt of f o ur l esi o n t y p es i n t h e bi o ps y , e a c h wit h a p ossi bl e s c or e of 0 
t o 3; t h er ef or e, t h e t ot al p ossi bl e s c or es r a n g e fr o m 0 t o 1 2. 

  Gl o m er ul ar s cl er osis  –  d efi n e d as % of gl o m er uli wit h s e g m e nt al or gl o b al s cl er osis.  S c or es will b e 
b as e d o n p er c e nt a g e gl o m er uli aff e ct e d: < 1 0 %, 1 0 -2 5 %, 2 6 -5 0 %, > 5 0 % c orr es p o n di n g t o s c or es of 
0 -3 . 

  Fi br o us cr es c e nts  -- d efi n e d as  % of gl o m er uli  wit h fi br o us cr es c e nts .  S c or e s will b e b as e d  o n  
p er c e nt a g e gl o m er uli aff e ct e d: n o n e, < 2 5 %, 2 6 -5 0 %, > 5 0 % c orr es p o n di n g t o s c or es of 0 -3.  

  T u b ul ar atr o p h y  –  F o ur c at e g ori es will b e gi v e n t o ass ess t u b ul ar atr o p h y,  < 5 %,  6 -2 5 % , 2 6 -5 0 %, a n d  
> 5 0 % , c orr es p o n di n g t o s c or es of 0, 1, 2, a n d 3.  
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  I nt erstiti al fi br osis -- F o ur c at e g ori es  will b e gi v e n t o ass ess i nt erstiti al fi br osis , < 5 % , 6 -2 5 % , 2 6 -
5 0 % , a n d > 5 0 % , c orr es p o n di n g s c or e of 0, 1, 2, a n d 3. 

 
3. 1. 2  Pr ot ei n uri a D efi niti o n s  

Q u a ntit ati v e ass ess m e nt of p r ot ei n uri a will b e b as e d o n t w o t y p es of uri n e c oll e cti o n s o ur c es  i n t his 
st u d y, a n d usi n g b ot h t ot al pr ot ei n a n d al b u mi n m e as ur e m e nts i n uri n e:  

1.  2 4 -h o ur uri n e c oll e cti o n s a m pl e s w hi c h will b e o bt ai n e d at S cr e e ni n g , M o nt h 6, M o nt h 1 2 , a n d 
M o nt h 2 4  visits;  

2.  S p ot  uri n e s a m pl e s w hi c h will b e c oll e ct e d at pr ot o c ol s p e cifi e d visit ti m e p oi nts . 

F or 2 4 -h o ur uri n e s a m pl es, pr ot ei n uri a will b e ass e ss e d  as t h e m e as ur e m e nt s of t ot al pr ot ei n ( m g/ d a y ) 
a n d al b u mi n ( u m ol/ d a y ). 

F or s p ot uri n e s a m pl es, pr ot ei n uri a will b e ass ess e d  as  t h e r atio of t ot al pr ot ei n/ cr e ati ni n e a n d t h e  r ati o of 
al b u mi n /cr e ati ni n e . 

F or c o m p aris o n  a n d q u alit y c o ntr ol of pr ot ei n m e as ur e m e nts  f or 2 4 -h o ur uri n e s a m pl es , r ati os of  
pr ot ei n/ cr e ati ni n e a n d al b u mi n/ cr e ati ni n e will als o b e c al c ul at e d f or t h e s a m pl es . 

3. 1. 3  Pri m ar y  E ffi c a c y O ut c o m e M e a s ur e s  

  C h a n g e  fr o m b as eli n e i n bi o ps y, b as e d o n a s c or e i n c or p or ati n g c h a n g es i n b ot h t h e a cti vit y i n d e x 
a n d C 3 st ai ni n g , at t h e e n d of 6 m o nt hs of tr e at m e nt 

  N u m b er a n d p er c e nt of p ati e nts wit h r e d u cti o n i n pr ot ei n uri a at t h e e n d of 6 m o nt hs of tr e at m e nt  

R e d u cti o n  is d efi n e d as ≥3 0 % d e cr e as e i n pr ot ei n uri a  (t ot al pr ot ei n/ d a y) r el ati v e t o b as eli n e fr o m 2 4-
h o ur uri n e c oll e cti o ns . 

3. 1. 4  S e c o n d ar y Effi c a c y O ut c o m e M e a s ur e s  

  C h a n g e a n d p er c e nt c h a n g e fr o m b as eli n e i n pr ot ei n uri a o v er 6 m o nt hs of tr e at m e nt  

  C h a n g e a n d p er c e nt c h a n g e fr o m b as eli n e i n e G F R o v er 6 m o nt hs of tr e at m e nt  

  N u m b er a n d p er c e nt of p ati e nts wit h si g nifi c a nt i m pr o v e m e nt r el ati v e t o b as eli n e i n e G F R at t h e e n d 
of 6 m o nt hs of tr e at m e nt  

  D es cri pti v e a n al ysis of  sl o p e of G F R fr o m b as el i n e t o 6 m o nt hs 

  D es cri pti v e a n al ysis of  sl o p e of G F R aft er 1 2 m o nt hs of A L X N 2 0 4 0  t h er a p y 

 
3. 1. 5  Ot h er  Effi c a c y  / P K / P D  / Q u alit y of Lif e O ut c o m e M e a s ur e s  

  C h a n g es i n ki d n e y dis e as e a n d h e alt h r el at e d q u alit y of lif e m e as ur e m e nts usi n g K D Q O L -S F v 1. 3 
a n d F A CI T -F a ti g u e s c al e ( v ersi o n 4. 0) at 6 m o nt h s a n d 1 2 m o nt hs of tr e at m e nt  
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  D et er mi n ati o n of h e alt h st at e v al u es usi n g t h e 3 -l e v el v ersi o n of t h e E ur o Q ol 5 di m e nsi o ns ( E Q-5 D -
3 L) q u esti o n n air e  at 6 m o nt hs a n d 1 2 m o nt hs of tr e at m e nt  

  C h a n g es i n t h e f oll o wi n g bi o m ar k ers o v er t h e 6 m o nt hs of tr e at m e nt : A P  a cti vit y, C P a cti vit y , F a ct or 
D, C 3,  C 4,  B b, s C 5 b-9 a n d ot h er bi o m ar k er m e as ur e m e nts a v ail a bl e fr o m c e ntr al l a b or at ori es.  

  Pl as m a c o n c e ntr ati o ns a n d p h ar m a c o ki n eti c ( P K) p ar a m et ers o n d at a fr o m C 3 G p ati e nts r e c ei vi n g 
A L X N 2 0 4 0  

  C h a n g e a n d p er c e nt c h a n g e fr o m b as eli n e i n m e as ur e d G F R, b as e d o n i o h e x ol cl e ar a n c e, o v er t h e 
6  m o nt hs of tr e at m e nt f or p ati e nts f or w h o m t his d at a is a v ail a bl e .  

 
3. 2  S af et y O ut c o m e M e a s ur e s  

  Fr e q u e n c y of S A E  

  Fr e q u e n c y of A Es l e a di n g t o dis c o nt i n u ati o n of t h e st u d y dr u g  

  Fr e q u e n c y of A Es (r el at e d a n d r e g ar dl ess of r el ati o ns hi p t o st u d y dr u g ) 

  Fr e q u e n c y of l a b or at or y a b n or m aliti es b y t o xi cit y gr a d e  

  C h a n g e fr o m b as eli n e o n s el e ct e d l a b or at or y t est r es ults o v er tr e at m e nt d ur ati o n  

  C h a n g e fr o m b as eli n e  o n p ar a m et ers of vit al si g ns a n d w ei g ht o v er tr e at m e nt d ur ati o n  

  Tr e at m e nt e m er g e nt a b n or m aliti es o n s el e ct e d E C G p ar a m et ers  

  C h a n g e fr o m b as eli n e o n E C G p ar a m et ers o v er tr e at m e nt d ur ati o n  

 
3. 3  P h ar m a c o ki n eti c ( P K) P ar a m et er s  

  C m a x , A U C0 -t a u, a n d tm a x  f or D a y  1 0  

  C tr o u g h c o n c e ntr ati o ns  f or ot h er d a ys 

 

4  St u d y D e s cri pti o n  

4. 1  St u d y D e si g n  

T his is a r a n d o mi z e d, pl a c e b o -c o ntr oll e d, d o u bl e -bli n d e d (s p o ns or -o p e n) st u d y wit h si x m o nt hs  ( 2 4-2 8 
w e e ks)  of  bli n d e d  tr e at m e nt, f oll o w e d b y 6 m o nt hs of o p e n-l a b el tr e at m e nt p eri o d a nd u p t o a n 
a d diti o n al 2 1 -m o nt h l o n g t er m f oll o w u p .  T h e st u d y w as pl a n n e d t o  i n cl u d e a p pr o xi m at el y 2 0 p ati e nts 
wit h C 3 gl o m er ul o p at h y  ( C 3 G) w h o h a v e n ot u n d er g o n e r e n al tr a ns pl a nt.  P ati e nts ar e  r a n d o mi z e d 1: 1 
t o A L X N 2 0 4 0  or pl a c e b o, str at ifi e d b y t h e dis e as e di a g n osis: d e ns e d e p osit dis e as e ( D D D) a n d C 3 
gl o m er ul o n e p hritis ( C 3 G N).  

P ati e nts m ust h a v e bi o ps y -c o nfir m e d  di a g n osis of eit h er  D D D or C 3 G N  a n d  si g nifi c a nt pr ot ei n uri a, 
d efi n e d as ≥ 5 0 0  m g/ d a y of pr ot ei n i n a 2 4 -h o ur uri n e,  t h at is attri b ut a bl e t o C 3 G i n t h e o pi ni on of t h e 
pri n ci p al i n v esti g at or . 
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St u d y eli gi bilit y r e q uir e s a n a d e q u at e r e n al bi o ps y s a m pl e f or e v al u ati o n b y all t hr e e st a n d ar d 
m o d aliti es: li g ht mi cr os c o p y, el e ctr o n mi cr os c o p y, a n d i m m u n ofl u or es c e n c e .  I n a d diti o n, p ati e nts m ust 
h a v e t h e di a g n osis of D D D or C 3 G N f or at l e ast 3 m o nt hs pri or t o d osi n g , u nl ess ot h er wis e a p pr o v e d b y 
t h e s p o ns or. 

All p ati e nts m ust b e v a c ci n at e d a g ai nst H a e m o p hil us i nfl u e nz a e  (H. i nfl u e nz a e ), Str e pt o c o c c us 
p n e u m o ni a e (S. p n e u m o ni a e ), a n d N eiss eri a m e ni n giti dis  (N. m e ni n giti dis ) a c c or di n g t o n ati o n al a n d/ or 
l o c al g ui d eli n es t o mi ni mi z e t h e ris k of s eri o us i nf e cti o n wit h a n e n c a ps ul at e d or g a nis m, u nl ess 
pr e cl u d e d b y l o c al v a c ci n ati o n g ui d eli n es, li c e ns es, or a v ail a bilit y .  

T h e st art i n g d os e of A L X N 2 0 4 0  is 1 0 0 m g TI D , a t ot al d os e of 3 0 0 m g p er d a y.  Aft er t w o w e e ks of 
tr e at m e nt, d osi n g  is es c al at e d t o 2 0 0 m g TI D .  A d diti o n al  d os a g e r e gi m e ns m a y b e i n v esti g at e d if 
s u p p ort e d b y e m er gi n g d at a fr o m t his a n d ot h er cli ni c al st u di es .     

S af et y, effi c a c y (i n cl u di n g bi o ps y r es ults, P D bi o m ar k ers, a n d t hr e e ki d n e y dis e as e a n d h e alt h r el at e d 
q u alit y of lif e i nstr u m e nt s), a n d P K ass ess m e nts ar e  c arri e d o ut at pr e -s p e cifi e d ti m e p oi nts t hr o u g h o ut 
tr e at m e nt a n d p ost-tr e at m e nt f oll o w u p p eri o d.  N ot e t h at r e n al bi o ps y is p erf or m e d pr e -tr e at m e nt, at t h e 
e n d of bli n d e d d osi n g  p eri o d  ( b et w e e n W e e k 2 6 a n d W e e k 2 8), a n d o pti o n all y  at W e e k 5 2  a n d W e e k 
1 0 4 .  

I n a d diti o n, q u alit ati v e e x pl or at or y i nt er vi e ws ar e  c o n d u ct e d b y i n d e p e n d e nt o ut c o m es r es e ar c h ers  
c h os e n b y t h e S p o ns or wit h p ati e nts pri or t o i niti ati o n of st u d y tr e at m e nt ( d uri n g t h e s cr e e ni n g p eri o d) 
a n d at t h e e n d of st u d y tr e at m e nt a d mi nistr ati o n ( W e e k 2 8) t o c oll e ct p ati e nts’ e x p eri e n c e of t h eir 
dis e as e a n d tr e at m e nt, its i m p a ct o n e v er y d a y li v e s, a n d t h e dis e as e tr aj e ct or y o v er t h e c o urs e of 
A L X N 2 0 4 0 / pl a c e b o tr e at m e nt. 

T h e pri m ar y a n al ysis will o c c ur aft er all p ati e nts c o m pl et e t h e W e e k 2 8 visit  or wit h dr a w fr o m t h e st u d y 
e arl y.  

4. 2  Tr e at m e nt A s si g n m e nt  

P ati e nts ar e  r a n d o mi z e d 1: 1 t o eit h er a cti v e tr e at m e nt (A L X N 2 0 4 0 ) or pl a c e b o, str atifi e d b y dis e as e 
di a g n osis, D D D a n d C 3 G N.   

A w e b -b as e d c e ntr ali z e d r a n d o mi z ati o n s c h e m e, str atifi e d b y dis e as e di a g n osis, is us e d t o pr o vi d e 
tr e at m e nt assi g n m e nt of eit h er A L X N 2 0 4 0  or pl a c e b o t o e a c h p ati e nt.  Pri or t o r a n d o mi z ati o n, e a c h 
p ati e nt is assi g n e d t o o n e of t h e t w o dis e as e di a g n os es, D D D or C 3 G N , b as e d o n t h e bi o ps y r es ults.  T h e 
r a n d o mi z ati o n bl o c k d esi g n is utili z e d wit hi n e a c h str at u m.  I n a d diti o n, t h e r a n d o mi z ati o n s c h e d ul e m a y  
als o b e pr o vi d e d t o t h e bi o a n al yti c al l a b or at or y r es p o nsi bl e f or a n al ysis of P K s a m pl es . 

4. 3  Bli n di n g a n d U n bli n di n g  

R a n d o mi z e d tr e at m e nt assi g n m e nt will b e d o u bl e -bli n d a n d pl a c e b o -c o ntr oll e d f or A L X N 2 0 4 0 . T h e 
st u d y sit es a n d t h e p ati e nts  ar e  bli n d e d t o tr e at m e nt assi g n m e nt d uri n g t h e bli n d e d tr e at m e nt p eri o d . 
Alt h o u g h all p ati e nt s r e c ei v e a cti v e dr u g d uri n g t h e o p e n -l a b el e xt e n d e d tr e at m e nt p eri o d, t h e first 
p orti o n of t h e st u d y is n ot u n bli n d e d u ntil all p ati e nt s h a v e c o m pl et e d t h e b li n d e d tr e at m e nt p eri o d.  
D esi g n at e d st aff of A c hilli o n P h ar m a c e uti c als, I n c. will b e u n bli n d e d t o t h e tr e at m e nt assi g n m e nts.  I n 
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a d diti o n, a m e m b er ( or d esi g n at e) of t h e Bi o a n al yti c al S ci e n c e s e cti o n will b e u n bli n d e d t o tr e at m e nt 
assi g n m e nts i n or d er t o mi ni mi z e u n n e c ess a r y a n al ysis of s a m pl es fr o m p ati e nts  r e c ei vi n g pl a c e b o. 

4. 4  Pr ot o c ol A m e n d m e nt s  

A m e n d m e nt 
N o.  

A m e n d m e nt 
D at e  

M ai n P u r p os es of A m e n d m e nt  

1  2 5 -O C T -2 0 1 7    All o w visits o n W e e ks 1 4, 1 8, 2 2, a n d 2 6 t o b e c o n d u ct e d b y 
p h o n e r at h er t h a n i n t h e cli ni c, at t h e dis cr eti o n of t h e 
i n v esti g at or, i n or d er t o r e d u c e t h e b ur d e n o n p ati e nts i n t h e 
st u d y. 

2  1 2 -D E C -2 0 1 7    A ll o w i n v esti g at ors w h o wis h t o d o s o t o c oll e ct m e as ur e d G F R 
i n a d diti o n t o t h e e xisti n g e G F R c al c ul ati o ns.  

   T h e c o ntr a c e pti o n r e q uir e m e nts ar e b ei n g m o difi e d t o ali g n wit h 
u p d at e d A c hilli o n st a n d ar d w or di n g, a n d S A E r e p orti n g c o nt a ct 
i nf or m ati o n is b ei n g u p d at e d . 

3  0 7 -M A R -2 0 1 8    C h a n g e i m pr o v e m e nt i n e G F R fr o m a pri m ar y t o a s e c o n d ar y 
o bj e cti v e a n d t o ali g n e n d p oi nts wit h t his c h a n g e.  

  A dj ust i n cl usi o n/ e x cl usi o n crit eri a r el at e d t o c o m pl e m e nt 
c o m p o n e nts i n or d er t o f a cilit at e e nr oll m e nt of s uit a bl e p ati e nt s. 

  R e m o v e t h e pl a n n e d c oll e cti o n P K pr ofil e s a m pl es o n D a y 3 i n 
or d er t o r e d u c e t h e b ur d e n o n p ati e nt s.   

  T h e c o ntr a c e pti o n r e q uir e m e nts ar e b ei n g m o difi e d t o ali g n wit h 
u p d at e d A c hilli o n st a n d ar d w or di n g.  

  V a c ci n ati o n pr o c e d ur es ar e b ei n g u p d at e d t o r ef er t o  n ati o n al 
a n d/ or l o c al g ui d eli n es, mi n or w or di n g c h a n g es ar e b ei n g m a d e 
f or cl arit y. 

4  0 2 -N O V -2 0 1 8    A ll ows t h e i n cl usi o n of a d ol es c e nts  
  E x p a n ds e nr oll m e nt t o 4 5 p ati e nt s e nr oll e d aft er a p pr o v al of 

A m e n d m e nt 4, a n d c h a n g es t h e r a n d o mi z ati o n t o 2: 1 A L X N 2 0 4 0  
or pl a c e b o  

  M a k es t h e c oll e cti o n of r e n al bi o ps y s a m pl es o pti o n al, a n d 
c h a n g es t h e i m pr o v e m e nt i n bi o ps y s c or e fr o m a pri m ar y t o a n 
e x pl or at or y o bj e cti v e  

  M a k es t h e st u d y s p o ns or -bli n d e d, i n a d diti o n t o t h e p ati e nt s a n d 
i n v esti g at ors b ei n g bli n d e d 

  M a k es c h a n g es t o t h e i n cl usi o n a n d e x cl usi o n crit eri a t o b ett er 
r efl e ct t h e i nt e n d e d p ati e nt p o p ul ati o n a n d t o f a cilit at e 
e nr oll m e nt  

  R e d u c es s a m pl e c oll e cti o n a n d a d ds fl e xi bilit y t o t h e c oll e cti o n 
s c h e d ul e t o r e d u c e t h e b ur d e n o n p ati e nt s  

  A d ds a 6 -m o nt h o p e n -l a b el tr e at m e nt p eri o d aft er t h e bli n d e d 
tr e at m e nt p eri o d 
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A m e n d m e nt 
N o.  

A m e n d m e nt 
D at e  

M ai n P u r p os es of A m e n d m e nt  

5  1 5 -F E B -2 0 1 9    M a k es c h a n g es t o t h e i n cl usi o n a n d e x cl usi o n crit eri a t o b ett er 
r efl e ct t h e i nt e n d e d p ati e nt p o p ul ati o n a n d t o f a cilit at e 
e nr oll m e nt  

  C h a n g es t h e d os e es c al ati o n str at e g y, s o t h at all p ati e nt s will 
es c al at e aft er 2 w e e ks  

  R e d u c es s a m pl e c oll e cti o n a n d a d ds fl e xi bilit y t o t h e c oll e cti o n 
s c h e d ul e t o r e d u c e t h e b ur d e n o n p ati e nt s (i n cl u di n g m a ki n g 
c oll e cti o n of r e n al bi o psi es a n o pti o n al s u b -st u d y)  

6  0 5 -J U N-2 0 1 9    M a k es c h a n g es t o t h e i n cl us i o n a n d e x cl usi o n crit eri a t o r e m o v e 
t h e all o w a n c e of a d ol es c e nts i n t h e st u d y p o p ul ati o n 

  R e d u c es s a m pl e c oll e cti o n a n d a d ds fl e xi bilit y t o t h e c oll e cti o n 
s c h e d ul e t o r e d u c e t h e b ur d e n o n p ati e nt s  

  R e m o v es t h e bi o ps y s u b -st u d y o pti o n ( all p ati e nts h a d bi o ps y-
c o nfir m e d di a g n osis)  

  E xt e n ds t h e st u d y t o W e e k 1 0 4 ( a d diti o n of a 1 2 -m o nt h l o n g -
t er m f oll o w-u p p eri o d)  

  R e m o v es D S M B si n c e t h e st u d y is o nl y bli n d e d t o t h e 
I n v esti g at or, sit e st aff a n d p ati e nt ( S p o ns or n ot bli n d e d) 

  R e d u c es t h e n u m b er of i n -cli ni c st u d y v isits b y h a vi n g t h e 
a bilit y t o d o visits as p h o n e c alls  

  R e d u c e t h e n u m b er of e x p e ct e d p ati e nts t o 2 0  
7  1 5 -M A Y -2 0 2 0    I n cr e as es d ur ati o n of st u d y tr e at m e nt 

  All o ws h o m e a n d t el e p h o n e visits, l o c al l a b or at or y t esti n g, a n d 
st u d y dr u g t o b e s e nt dir e ctl y t o p ati e nt ’s h o m e w h e n cli ni c 
visits ar e n ot p ossi bl e d u e t o C O VI D -1 9 gl o b al p a n d e mi c  

  All o ws o pti o n al r e n al bi o ps y at W e e k 5 2 a n d W e e k 1 0 4 t o b e 
p ost p o n e d d u e t o C O VI D -1 9 gl o b al p a n d e mi c, a n d t o b e 
p erf or m e d w h e n p ossi bl e  

  U p d at es c o ntr a c e pti v e l a n g u a g e t o ali g n wit h m ost r e c e nt 
I n v esti g at or Br o c h ur e 

 

5  S a m pl e Si z e  

T h e pl a n n e d s a m pl e si z e  of 2 0 p ati e nts, 1 0 e a c h of A L X N 2 0 4 0  a n d pl a c e b o,  w as  d et er mi n e d b as e d o n 
v er y li mit e d cli ni c al c as e s of C 3 G  p ati e nts  t o e v al u at e  t h e eff e cti v e n ess of A L X N 2 0 4 0 . 
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6  A n al y si s S et s  

6. 1  R a n d o mi z e d A n al y si s S et  

All p ati e nts w h o ar e r a n d o mi z e d a n d ar e assi g n e d t o eit h er A L X N 2 0 4 0  or pl a c e b o will b e i n cl u d e d i n 
t his a n al ysis d at a s et. 

6. 2  F ull A n al y si s S et ( F A S)  

All  r a n d o mi z e d p ati e nts r e c ei vi n g at l e ast o n e d os e of st u d y dr u g, A L X N 2 0 4 0  or pl a c e b o, will b e 
i n cl u d e d i n t h e f ull a n al ysis s et.  D at a fr o m p ati e nt s i n F A S will b e us e d f or effi c a c y, s af et y, a n d 
p h ar m a c o d y n a mi c  ( P D) a n al ys es.  H o w e v er, f or p h ar m a c o ki n eti c  ( P K) a n al ysis, o nl y d at a fr o m p ati e nts 
r e c ei vi n g A L X N 2 0 4 0  will b e utili z e d.  

7  St ati st i c al A n al y s e s 

St atisti c al a n al ys es  a n d d at a pr es e nt ati o ns  ar e p erf or m e d usi n g t h e usi n g St atisti c al A n al ysis S yst e m ®  
( S A S® ) V ersi o n 9. 4 or hi g h er ( S A S I nstit ut e I n c., C ar y, N C, U S A) or ot h er v ali d at e d st atisti c al s oft w ar e.  

 

7. 1  G e n er al M et h o d s  

D at a will b e s u m m ari z e d s e p ar at el y f or t h e 6 -M o nt h Bli n d e d Tr e at m e nt P eri o d a n d O p e n -L a b el 
E xt e nsi o n a n d L o n g -T er m F oll o w -u p P eri o ds.  

D at a listi n gs  b y p ati e nt  i d e ntifi c ati o n will b e pr o vi d e d f or all d at a, i n cl u di n g effi c a c y, s af et y, P D , a n d 
P K  p ar a m et ers.   

T o s u m m ari z e  c o nti n u o us d at a, d es cri pti v e st atisti cs will i n cl u d e : n u m b er of p ati e nt s, m e a n , st a n d ar d 
d e vi ati o n, m e di a n, mi ni m u m , a n d m a xi m u m.   F or t h e c al c ul ati o n of s u m m ar y st atisti cs a n d a n al ysis, 
u nr o u n d e d d at a will b e us e d.  

T o s u m m ari z e  c at e g ori c al d at a,  fr e q u e n c y c o u nts a n d p er c e nt a g es will b e pr es e nt e d.  

O nl y  d es cri pti v e st atisti c al pr o c e d ur es , i n cl u di n g gr a p hi c pr es e nt ati o ns, will b e p erf or m e d o n  t h e 
effi c a c y , s af et y, a n d ot h er o ut c o m e m e as ur es, u nl ess ot h er wis e s p e cifi e d.   N o st atisti c al c o m p aris o n s 
b et w e e n A L X N 2 0 4 0  a n d pl a c e b o will b e pr o vi d e d.    

Missi n g d at a f or Q o L i nstr u m e nts will b e h a n dl e d as s p e cifi e d i n t h e i nstr u cti o ns f or e a c h i nstr u m e nt 
(s e e A p p e n di x ).  All ot h er d at a will b e s u m m ari z e d f or o bs er v e d c as es, wit h n o i m p ut ati o n f or missi n g 
d at a.  

Alt h o u g h t h e st u d y is r a n d o mi z e d b y str atifi c ati o n f a ct or of dis e as e di a g n osis, st atisti c al a n al ysis 
pr o c e d ur es a n d pr es e nt ati o ns will n ot t a k e i nt o c o nsi d er ati o n t h e str atifi c ati o n f a ct or.  D u e t o s m all 
s a m pl e si z e of t his st u d y, t h e str atifi e d r a n d o mi z ati o n pr o c ess is utili z e d t o b al a n c e t h e tr e at m e nt 
assi g n m e nts a cr oss t h e t w o dis e as e di a g n os es.  
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L o n git u di n al s u m m ari es of effi c a c y a n d s af et y p ar a m et ers us e pr e -d ef i n e d visit W e e k  / D a y as d es cri b e d 
i n A p p e n di x 1, s c h e d ul e of ass ess m e nt, of t h e pr ot o c ol.   It s h o ul d b e n ot e d t h at s o m e p ati e nts e nr oll e d 
usi n g l at er v ersi o ns of pr ot o c ol a m e n d m e nts will h a v e r e d u c e d s c h e d ul e d visits.  L o n git u di n al s u m m ar y 
pr es e nt ati o ns m a y h a v e diff er e nt n u m b er of p ati e nts at v ari o us s c h e d ul e d vi sits.   

F or l o n git u di n al s u m m ari es of d at a, wi n d o ws ar o u n d pl a n n e d m e as ur e m e nt ti m es ar e b as e d o n t h e 
mi d p oi nt b et w e e n pl a n n e d st u d y visits u nl ess s p e cifi e d ot h er wis e.   If t h er e ar e m ulti pl e m e as ure m e nts 
wit hi n t h e s a m e wi n d o w , us e t h e v al u e i n t h e visit wi n d o w cl os est t o t h e d a y of t h e pl a n n e d visit f or 
e a c h ti m e p oi nt ( as d et er mi n e d b y t h e a bs ol ut e diff er e n c e i n d a ys b et w e e n t h e pl a n n e d visit a n d t h e 
c oll e cti o n d at e, a n d t h e a bs ol ut e diff er e n c e i n  d a ys b et w e e n t h e pl a n n e d vi sit a n d t h e ass a y d at e).   

F or l a b or at or y t est r es ult s, w h e n b ot h l o c al a n d c e ntr al l a b or at or y v al u es ar e c oll e ct e d o n t h e s a m e d at e, 
t h e c e ntr al l a b or at or y v al u e will b e us e d.  

B as eli n e v al u es f or effi c a c y / P D a n d s af et y p ar a m e t ers ar e d efi n e d as t h e l a st m e as ur e m e nt, i n cl u di n g 
u ns c h e d ul e d visits, pri or t o first d os e of st u d y dr u g .  

7. 2  St u d y P o p ul ati o n  

7. 2. 1  P ati e nt  Di s c o nti n u ati o n a n d Di s p o siti o n  

T h e p ati e nt  dis p ositi o n s u m m ar y t a bl e(s) will i n cl u d e  t h e f oll o wi n g:  

  N u m b er of p ati e nts ( ra n d o mi z e d /  tr e at e d) 

  N u m b er of p ati e nts  w h o  c o m pl et e d 2 8 w e e ks  of d osi n g  

  R e as o ns f or n ot c o m pl eti n g 2 8 w e e ks of d osi n g  

  F or p ati e nts e nt eri n g o p e n -l a b el p eri o d of t h e st u d y:  

o  N u m b er of p ati e nts w h o h a v e r e a c h e d W e e k 5 2  

o  R e as o ns f or n ot c o m pl eti n g t h e o p e n -l a b el st u d y p eri o d 

  F or p ati e nts e nt eri n g d os e t a p eri n g p h as e of t h e st u d y:  

o  N u m b er of p ati e nts w h o c o m pl et e d d os e t a p eri n g  

o  R e as o ns f or n ot c o m pl eti n g d os e t a p eri n g  

I n a d diti o n, a s u m m ar y of st u d y visits will b e pr o vi d e d i n cl u di n g t h e n u m b er of p ati e nts  w h o c o m pl et e 
e a c h visit as pl a n n e d a n d t h e n u m b er of p ati e nts w h o c o m pl et e m o difi e d st u d y visits.  A p ati e nt listi n g 
will d et ail t h e r e as o n f or m o difi e d visit as w ell as t h e ass ess m e nts t h at w er e m o difi e d a n d t h e 
m o difi c ati o n.  
7. 2. 2  D e m o gr a p hi c a n d B a s eli n e C h a r a ct eri sti c s  

T h e f oll o wi n g d e m o gr a p hi c a n d b as eli n e c h a r a ct eristi cs will b e s u m m ari z e d b y A L X N 2 0 4 0  a n d 
pl a c e b o : 

  d e m o gr a p hi cs: a g e, g e n d er, r a c e, c o u ntr y  
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  p h ysi c al m e as ur e m e nt at b as eli n e: h ei g ht, w ei g ht, B MI , B P 

  dis e as e c h ar a ct eristi cs at b as eli n e: dis e as e di a g n osis, d ur ati o n of t h e dis e as e, bi o ps y r es ults , 
pr ot ei n uri a, e G F R  

  s el e ct e d P D m ar k ers a n d l a b or at or y t ests at b as eli n e : 2 4 -h o ur uri n e pr ot ei n, 2 4 -h o ur 
pr ot ei n/ cr e ati ni n e, 2 4 -h o ur al b u mi n/ cr e ati ni n e, s p ot uri n e pr ot ei n/ cr e ati ni n e, s p ot uri n e 
al b u mi n/ c r e ati ni n e, s er u m al b u mi n, a n d s er u m cr e ati ni n e . 

  pri or m e di c ati o ns : us e of A C E i n hi bit ors or A R B dr u gs or im m u n os u p pr essi o n (I S) m e di c ati o ns . 

 
7. 2. 3  M e di c al Hi st or y  

M e di c al hist or y will b e c o d e d wit h t h e m ost c urr e nt v ersi o n of M e di c al Di cti o n ar y f or R e g ul at or y 
A cti viti es ( M e d D R A ®)  a n d  will b e  s u m m ari z e d b y pr ef err e d t er m a n d s yst e m or g a n cl ass  b y tr e at m e nt 
gr o u p of A L X N 2 0 4 0  a n d pl a c e b o . 

7. 3  E xt e nt of E x p o s ur e   

Tr e at m e nt d ur ati o ns will b e c o m p ut e d f or e a c h p ati e nt as (l ast d at e of d os e  –  first d at e of d os e + 1).  T h e 
l ast d at e of d os e will b e t h e e n d d at e of 1 2 -m o nt h tr e at m e nt p eri o d.   

If p ati e nts e nt er t h e 7-d a y d os e t a p er s c h e d ul e,  d ur ati o n of t a p eri n g d osi n g p eri o d m a y als o b e pr o vi d e d  
as a s e p ar at e c o m p ut ati o n .  T h e d ur ati o n will b e c al c ul at e d si mil arl y as (l a st d at e of t a p er d os e –  first 
d at e of t a p er d os e + 1).  

Tr e at m e nt d ur ati o n will b e s u m m ari z e d b y A L X N 2 0 4 0  a n d pl a c e b o.  

C o m pli a n c e wit h st u d y dr u g w as c oll e ct e d as n u m b er of t a bl ets dis p e ns e d a n d n u m b er of t a bl ets 
r et ur n e d b e gi n ni n g i n J ul y 2 0 1 9, aft er p ati e nts h a d alr e a d y b e e n e nr oll e d a n d c o m pl et e d st u d y visits. T h e 
n u m b er of t a bl ets t a k e n d uri n g t his ti m e p eri o d will b e d eri v e d fr o m t h e n u m b er r e c or d e d as dis p e ns e d 
at t h e c urr e nt visit mi n us t h e n u m b er r e c or d e d as r et ur n e d at t h e n e xt c o ns e c uti v e visit.  A p ati e nt listi n g 
of n u m b er of t a bl ets t a k e n b y visits d uri n g t his ti m e p eri o d will b e pr o vi d e d b y tr e at m e nt gr o u p.  A 
s e p ar at e p ati e nt listi n g will b e pr o vi d e d i n cl u di n g st u d y dr u g c o m pli a n c e d uri n g t his ti m e p eri o d as 
d eri v e d b y:  

    C o m pli a n c e = ( # t a bl ets t a k e n / # t a bl ets assi g n e d) * 1 0 0.  

I n a d diti o n, a s u m m ar y of miss e d d os es d u e t o C O VI D-1 9 will b e pr o vi d e d b y tr e at m e nt gr o u p.  

7. 4  C o n c o mit a nt M e di c ati o n s  

C o n c o mit a nt m e di c at i o ns ar e s u m m ari z e d b y A L X N 2 0 4 0  a n d pl a c e b o . T h es e ar e m e di c ati o ns t a k e n a n y 
ti m e o n or aft er t h e first a cti v e d os e of st u d y t h er a p y. M e di c ati o ns ar e pr es e nt e d al p h a b eti c all y b y 
a n at o mi c cl ass, t h er a p e uti c cl ass a n d g e n eri c n a m e usi n g t h e  m ost r e c e nt v ersi o n of  W H O di cti o n ar y.  

S e p ar at e s u m m ar y t a bl es m a y b e pr o vi d e d f or all o w a bl e c o n c o mit a nt  m e di c ati o ns f or C 3 G p ati e nts.  
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7. 5  Effi c a c y  a n d P D M ar k er s  A s s e s s m e nt  

7. 5. 1  A n al y si s of Pri m ar y  Effi c a c y  O ut c o m e M e a s ur e s  

T h e a n al ysis m et h o ds d e s cri b e d b el o w utili z e d at a fr o m p ati e nts i n F A S.  

 C o m p osit e Bi o ps y S c o r e    

C h a n g e  a n d p er c e nt c h a n g e  fr o m b as eli n e f or t h e c o m p osit e bi o ps y s c or e at t h e e n d of 6 m o nt hs a n d 1 2 
m o nt hs of tr e at m e nt will b e c o m p ut e d f or e a c h p ati e nt.  

Diff er e n c e i n m e a n c h a n g es  fr o m b as eli n e b et w e e n  A L X N 2 0 4 0  a n d pl a c e b o gr o u p  will b e  pr es e nt e d.  
M e a ns fr o m ori gi n al s c or es at b as eli n e a n d e a c h vi sit will als o b e pr es e nt e d . 

P r ot ei n u ri a  

N u m b er a n d p er c e nt of p ati e nts wit h r e d u cti o n i n pr ot ei n u ri a r el ati v e t o b a s eli n e as d efi n e d i n s e cti o n 
3 . 1. 3 will b e s u m m ari z e d b y A L X N 2 0 4 0  a n d pl a c e b o.  

I n a d diti o n t o t h e pri m ar y a n al ysis of t h e pri m ar y effi c a c y e n d p oi nts, a s e n siti vit y a n al ysis will b e 
p erf or m e d e x cl u di n g p ati e nts w h o h a d m o difi e d as s ess m e nts d u e t o C O VI D -1 9 t o ass ess t h e r o b ust n e ss 
of t h e r es ults.  

7. 5. 2  A n al y si s of S e c o n d ar y  Effi c a c y  O ut c o m e M e a s ur e s  

I n a d diti o n, ch a n g e a n d p er c e nt c h a n g e fr o m b as eli n e f or pr ot ei n uri a fr o m a 2 4 -h o ur s p e ci m e n  at e a c h 
visit  will b e c o m p ut e d f or e a c h p ati e nt  b as e d o n 2 4 h o ur uri n e pr ot ei n, 2 4 h o ur uri n e al b u mi n, 2 4 h o ur 
uri n e pr ot ei n/ cr e ati ni n e r ati o, 2 4 h o ur uri n e al b u mi n/ cr e ati ni n e r ati o, s p ot uri n e pr ot ei n/ cr e ati ni n e r ati o, 
a n d s p ot uri n e al b u mi n/ cr e ati ni n e r ati o .   

Diff er e n c e i n m e a n c h a n g es fr o m b as eli n e b et w e e n A L X N 2 0 4 0  a n d pl a c e b o gr o u p will b e pr es e nt e d.  
M e a ns fr o m ori gi n al s c or es at b as eli n e a n d e a c h vi sit will als o b e pr es e nt e d.  

C h a n g e a n d p er c e nt c h a n g e fr o m b a s eli n e f or e G F R  at e a c h pr e -d efi n e d ti m e p oi nt will b e c o m p ut e d f or 
e a c h p ati e nt.  

Diff er e n c e i n m e a n c h a n g es fr o m b as eli n e b et w e e n A L X N 2 0 4 0  a n d pl a c e b o gr o u p will  als o  b e 
pr es e nt e d.  

N u m b er a n d p er c e nt of p ati e nts wit h si g nifi c a nt i m pr o v e m e nt r el ati v e t o b a s eli n e (i e, ≥ 2 0 % i n cr e as e 
fr o m b as eli n e) i n e G F R will b e s u m m ari z e d b y A L X N 2 0 4 0  a n d pl a c e b o f or e a c h visit . 

As st at e d i n S e cti o n 3. 1. 4, d es cri pti v e a n al ysis o n sl o p e of e G F R o v er 6 -m o nt h bli n d e d tr e at m e nt p eri o d 
w ill b e p erf or m e d.  Gr a p hi c pr es e nt ati o n o n e G F R m e as ur e m e nts o v er ti m e will b e pr o vi d e d t o o bs er v e 
t h e tr e n d a n d pr ofil e of t h e eff e ct of A L X N 2 0 4 0  o n c h a n g e  of e G F R.  T h e ti m e -m e as ur e m e nt gr a p h will 
b e pr o vi d e d f or e a c h p ati e nt.  M e a n ti m e -m e as ur e m e nt gr a p h b y tr e at m e nt, A C H 0 1 4 4 4 7 1 a n d pl a c e b o, 
wil l als o b e a v ail a bl e f or vis u al e x a mi n ati o n a n d i nt er pr et ati o n. 
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T h e d es cri pti v e m e as ur e of sl o p e will b e esti m at e d usi n g a si m pl e li n e ar r e gr essi o n f or e a c h p ati e nt wit h 
e G F R as t h e d e p e n d e nt v ari a bl e a n d ti m e as t h e i n d e p e n d e nt v ari a bl e.  T h e m e a n sl o p e  ( m L/ mi n/ 1. 7 3 m 2  
p er m o nt h)  will b e s u m m ari z e d d es cri pti v el y b y tr e at m e nt gr o u p.  

I n a d diti o n, t h e n u m b er a n d p er c e nt a g e of p ati e nts w h o a c hi e v e t h e f oll o wi n g r es p o ns e st at us es will b e 
s u m m ari z e d at t h e e n d of 6 m o nt hs a n d at t h e e n d of 1 2 m o nt hs b y A L X N 2 0 4 0  a n d pl a c e b o:  

  C o m pl et e r es p o ns e, d efi n e d as pr ot ei n uri a < 5 0 0 m g/ d b as e d o n 2 4 -h o ur uri n e s a m pl es pl us st a bl e 
e G F R (i e, l ess t h a n 2 5 % d e cr e as e fr o m b as eli n e)   

  P arti al r es p o ns e, d efi n e d as ≥ 3 0 % d e cr e as e fr o m b as eli n e i n pr ot ei n uri a  b ut n ot < 5 0 0 m g/ d b as e d o n 
2 4 -h o ur uri n e s a m pl es pl us st a bl e e G F R (i e, l ess t h a n 2 5 % d e cr e as e fr o m b as eli n e)  

  W ors e ni n g, d efi n e d as > 2 5 % d e cr e as e fr o m b as eli n e i n e G F R or > 3 0 % i n cr e as e fr o m b as eli n e i n 
pr ot ei n uri a  b as e d o n 2 4 -h o ur uri n e s a m pl es  

T h e n u m b er a n d p er c e nt a g e of p ati e nts w h o a c hi e v e p arti al r es p o ns e b as e d o n 2 4 -h o ur uri n e 
pr ot ei n/ cr e ati ni n e r ati o a n d s p ot uri n e/ pr ot ei n cr e ati ni n e r ati o, d efi n e d as ≥ 3 0 % d e cr e as e fr o m b as eli n e 
i n pr ot ei n uri a pl us st a bl e e G F R (i e, l ess t h a n 2 5 % d e cr e as e fr o m b as eli n e), will als o b e s u m m ari z e d at 
e a c h visit b y tr e at m e nt gr o u p.  

T h e n u m b er a n d p er c e nt a g e of p ati e nts w h o a c hi e v e w ors e ni n g b as e d o n 2 4 -h o ur uri n e 
pr ot ei n/ cr e ati ni n e r ati o a n d s p ot uri n e/ pr ot ei n cr e ati ni n e r ati o, d efi n e d as > 2 5 % d e cr e as e fr o m b as e li n e 
i n e G F R or > 3 0 % i n cr e as e fr o m b as eli n e i n pr ot ei n uri a, will als o b e s u m m ari z e d at e a c h visit b y 
tr e at m e nt gr o u p. 

7. 5. 3  A n al y si s of Ot h er Effi c a c y O ut c o m e M e a s ur e a n d P D M ar k er s  

Ori gi n al v al u es a n d c h a n g e s fr o m b as eli n e at e a c h pr e-d efi n e d ti m e p oi nt will b e  c o m p ut e d f or e a c h 
p ati e nt  a n d will b e s u m m ari z e d b y A L X N 2 0 4 0  a n d pl a c e b o  f or t h e f oll o wi n g o ut c o m e m e as ur es as 
list e d i n S e cti o n 3. 1. 5. 

  A P a cti vit y  
  C P a cti vit y  
  F a ct or D  
  C 3  
  C 4  
  B b  
  s C 5 b-9   
 
F or Wi esl a b t est r es ults  ( A P a cti vit y), o nl y ori gi n al v al u es will b e us e d f or s u m m ar y t a bl es.   

G r a p hi c pr es e nt ati o ns f or t h e l o n git u di n al d at a m a y  als o b e pr o vi d e d  f or t h e a b o v e o ut c o m e m e as ur es if 
cli ni c all y d e e m e d m e a ni n gf ul.  

T h e p ati e nt r e p ort o ut c o m es  ( P R O) i nstr u m e nts list e d i n s e cti o n 3 . 1.5  will b e d es cri b e d i n t h e  n e xt 
s e cti o n.    
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S e cti o n 7 . 8 b el o w d es cri b es i n d et ail o n P K d at a pr es e nt ati o n a n d a n al ysis  m et h o ds.   

7. 6  P ati e nt R e p ort O ut c o m e s ( P R O)  

T hr e e P R O i nstr u m e nts ar e us e d t o e v al u at e ki d n e y dis e as e a n d h e alt h r el at e d q u alit y of lif e o n p ati e nts 
wit h C 3 G.   T h e f oll o wi n g s e cti o ns bri efl y d es cri b e t h e utilit y a n d i nt er pr et ati o n of t h es e i nstr u m e nt s.  
D et ails of c o m p uti n g a n d s u m m ari zi n g t h e s c or es a n d/ or s c al es c a n b e f o u n d i n t h e r es p e cti v e us er 
m a n u als.   

T h e P R O pr es e nt ati o ns utili z e d at a fr o m p ati e nts i n F A S.  

7. 6. 1  K D Q O L -S F ™  v er si o n 1. 3  

T h e ki d n e y dis e as e q u alit y of lif e s h ort f or m ( K D Q O L -S F ™) is a wi d el y u s e d h e alt h -r el at e d q u alit y of 
lif e ( H R Q O L) m e as ur e f or p ati e nts wit h c hr o ni c ki d n e y dis e as es.  T h e q u esti o n n air e c o nsists of t h e 
g e n eri c S F -3 6 as w ell as 1 1 m ulti -it e m s c al es f o c u s e d o n q u alit y of lif e iss u es s p e cifi c t o p ati e nts wit h 
ki d n e y dis e as e. T w o of t h e el e v e n  ( 1 1) s u bs c al es of t h e ki d n e y dis e as e ( K D) t ar g et e d ar e as ar e  f or 
p ati e nts r e q uiri n g  ki d n e y di al ysis  a n d, t h er ef or e, ar e e x cl u d e d fr o m q u esti o n n air e f or t his st u d y.  T h e 
r e m ai ni n g 9 K D t ar g et e d ar e as ar e :  

  s y m pt o ms/ pr o bl e ms  

  eff e cts of ki d n e y dis e as e  

  b ur d e n of ki d n e y dis e as e  

  w or k st at us  

  c o g niti v e f u n cti o n  

  q u alit y of s o ci al i nt er a cti o n  

  s e x u al f u n cti o n  

  sl e e p  

  s o ci al s u p p ort  

 
T h e g e n eri c 3 6 -it e m h e alt h s ur v e y, S F-3 6, c o nsist s of t w o c o m p o n e nt s u m m ari es wit h  t h eir r es p e cti v e 
d o m ai ns.  

  P h ysi c al C o m p o n e nt S u m m ar y ( P C S)  

o  P h ysi c al f u n cti o ni n g  

o  R ol e -p h ysi c al  

o  P ai n  

o  G e n er al h e alt h  

  M e nt al C o m p o n e nt S u m m ar y ( M C S)  
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o  E m oti o n al w ell -b ei n g  

o  R ol e -e m oti o n al  

o  S o ci al f u n cti o n  

o  E n er g y/f ati g u e  

 
T h e q u esti o n n air e it e ms i n cl u d e d i n e a c h of S F -3 6 d o m ai ns  a n d K D t ar g et e d ar e as ar e list e d i n 
A p p e n di x 2.  

T h e s c ori n g pr o c e d ur e f or t h e K D Q O L -S F ™ first tr a nsf or ms t h e r a w pr e -c o d e d n u m eri c v al u es of it e ms 
t o a 0-1 0 0 p ossi bl e r a n g e, wit h hi g h er tr a nsf or m e d ‘s c al e s c or es ’ al w a ys r efl e cti n g b ett er q u alit y of lif e.   
E a c h it e m is p ut o n a 0  t o 1 0 0 r a n g e s o t h at t h e l o w est a n d hi g h est p ossi bl e s c or es ar e s et at 0  a n d 1 0 0, 
r es p e cti v ely.  D et ails of tr a nsf or mi n g e a c h it e m s c or e t o c orr es p o n di n g s c al e ar e pr o vi d e d i n t h e 
K D Q O L -S F us er m a n u al.  

Ori gi n al v al u es a n d c h a n g e fr o m b as eli n e v al u es o v er ti m e will b e s u m m ari z e d b y tr e at m e nt gr o u p at 
pr ot o c ol -s p e cifi e d ti m e p oi nts. P ati e nt  listi n gs o n s c or e s c al es will b e pr o vi d e d f or e a c h of K D t ar g et e d 
ar e as a n d S F -3 6 d o m ai ns.   

7. 6. 2  F A CI T F ati g u e S c al e ( V er si o n 4)  

T h er e ar e 1 3 it e ms i n t h e F A CI T F ati g u e s c al e q u esti o n n air e.   E a c h it e m i n cl u d es 5  p ossi bl e  r es p o ns e s, 
0 -4, wit h  0  b ei n g “ N ot at all ”  a n d 4  b ei n g “ V er y m u c h ” .  T ot al s c or e fr o m t h es e 1 3 it e ms will b e 
pr o vi d e d f or e a c h p ati e nt at  e a c h pr ot o c ol pr e -d efi n e d ti m e p oi nts.  

N e g ati v el y st at e d it e ms m ust b e r e v ers e d b ef or e b ei n g a d d e d t o o bt ai n t h e s c al e t ot al  s c or e.  T h er ef or e, 
t h e ne g ati v el y s t at e d it e ms will b e  r e v ers e d b y s u btr a cti n g t h e r es p o ns e fr o m “ 4 ”.  N ot e t h at all it e m s, 
e x c e pt f or it e ms # 7 a n d # 8, ar e n e g ati v el y st at e d.  

T h e F A CI T F ati g u e s c al e a n d t h e c al c ul ati o n of t ot al s c or e ar e pr es e nt e d i n A p p e n di x 3  of t his 
d o c u m e nt .  N ot e t h at t h e t ot al s c or e r a n g e is 0 t o 5 2, wit h hi g h er t ot al s c or e d i n di c ati n g b ett er q u alit y of 
lif e. 

Ori gi n al v al u es a n d c h a n g e fr o m b as eli n e v al u es o v er ti m e will b e s u m m ari z e d b y tr e at m e nt gr o u p at 
pr ot o c ol -s p e cifi e d  ti m e p oi nts. P ati e nt  listi n gs f or t ot al s c or e a n d c h a n g e fr o m b as eli n e i n t ot al s c or e will 
b e pr o vi d e d f or pr ot o c ol -s p e cifi e d ti m e p oi nts.  

7. 6. 3  E Q -5 D -3 L  

T h e  s elf-r e p ort e d q u esti o n n air e  E Q -5 D -3 L h as t w o p arts.   T h e first p art is a d es cri pti v e s yst e m  wit h 5 
di m e nsi o ns : m o bilit y, s elf-c ar e, us u al a cti viti es, p ai n / dis c o mf ort, a n d a n xi et y / d e pr essi o n.  E a c h 
di m e nsi o n h as t hr e e r es p o ns e l e v els, 1, 2, a n d 3, r e pr es e nti n g “ n o pr o bl e m s ”, “s o m e pr o bl e ms ”, a n d 
“ e xtr e m e pr o bl e ms ”, r es p e cti v el y.   A  s c ori n g f u n cti o n c a n b e us e d t o c o n v ert t h e s elf -r e p ort e d 
d es cri pti v e s yst e m  t o a si n gl e s u m m ar y i n d e x ( E Q-5 D I n d e x s c or e) t hr o u g h  a s et of p o p ul ati o n -b as e d 
pr ef er e n c e w ei g hts.  
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T h e s e c o n d p art is a vis u al a n al o g s c al e ( V A S) w hi c h r e c or ds p ati e n t's s elf-r at e d h e alt h st at us o n a 
gr a d u at e d ( 0 – 1 0 0) s c al e, wit h hi g h er s c or es f or hi g h er h e at h r el at e d q u alit y of lif e .  T h e E Q -5 D, 
t h er ef or e, pr o d u c es t hr e e t y p es of d at a f or e a c h p ati e nt:  

  a pr ofil e i n di c ati n g t h e e xt e nt of pr o bl e ms o n e a c h of t h e fi v e di m e nsi o ns;  

  a p o p ul ati o n pr ef er e n c e -w ei g ht e d h e alt h i n d e x s c or e b as e d o n t h e d es cri pti v e s yst e m;  

  a s elf -r e p ort e d ass ess m e nt of h e alt h st at us b as e d o n t he E Q -V A S  

 
F or t his st u d y, t h e U. S. p o p ul ati o n w ei g hts will b e us e d t o c o n v ert t h e d es cri pti v e s yst e m t o a n E Q -5 D 
i n d e x s c or e o n a s c al e w h er e 1. 0 = p erf e ct h e alt h a n d 0 = de at h . 

Ori gi n al v al u es a n d c h a n g e fr o m b as eli n e v al u es o v er ti m e will b e s u m m ari z e d b y tr e at m e nt gr o u p at 
pr ot o c ol -s p e cifi e d  ti m e p oi nts. P ati e nt  listi n gs will b e pr o vi d e d f or t h e r es p o ns es of 5-di m e nsi o n 
d es cri pti v e s yst e m, E Q -5 D -V A S, a n d U. S. p o p ul ati o n -b as e d E Q -5 D i n d e x.  

7. 7   S af et y A s s e s s m e nt   

E v al u ati o n of s af et y  i n cl u d es ass ess m e nt of t h e f oll o wi n g cli ni c al p ar a m et ers a n d will b e d es cri b e d i n 
d et ail i n t h e s u bs e q u e nt s u bs e cti o ns .  S af et y  d at a c oll e ct e d  d uri n g bli n d e d  tr e at m e nt p eri o d of t h e st u d y  
( u p t o a n d i n cl u d e W e e k 2 8 visit) will b e  s u m m ari z e d  s e p ar at el y fr o m s af et y d at a c oll e ct e d d uri n g t h e 
o p e n -l a b el tr e at m e nt p eri o d.  S el e ct e d  cli ni c al  l a bor at or y  p ar a m et ers  will b e s u m m ari z e d .  H o w e v er, all 
l a b or at or y t est r es ults will b e i n cl u d e d i n t h e listi n gs. 

1.  Tr e at m e nt e m er g e nt a d v ers e e v e nts  (t ot al as w ell as as r el at e d v ers us  u nr el at e d) , i n cl u di n g 
dis c o nti n u ati o n s d u e t o a d v ers e e v e nt  

2.  Cli ni c al l a b or a t or y p ar a m et ers 

3.  1 2 -l e a d E C G 

4.  Vit al si g ns  

5.  B o d y w ei g hts  

6.  P h ysi c al fi n di n gs  

 

I n a d diti o n, a listi n g of p ati e nts wit h k n o w n e x p os ur e t o C O VI D-1 9 will b e pr o vi d e d.  
 

7. 7. 1  Tr e at m e nt -E m er g e nt A d v er s e E v e nt s ( T E A E)  

A d v ers e e v e nts ( A Es) will b e c o d e d wit h t h e m ost c urr e nt  v ersi o n of M e di c al Di cti o n ar y f or R e g ul at or y 
A cti viti es ( M e d D R A ®).  

A tr e at m e nt -e m er g e nt a d v ers e e v e nt ( T E A E) is d efi n e d as a n A E t h at e m er g es d uri n g tr e at m e nt  wit h 
A L X N 2 0 4 0  or pl a c e b o , h a vi n g b e e n a bs e nt pr e-tr e at m e nt, or w ors e ns r el ati v e t o t h e pr e-tr e at m e nt st at e.   
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If a n A E t h at w as r e p ort e d d uri n g tr e at m e nt i n cr e as es i n s e v erit y, t h e n t h at A E is gi v e n a r es ol uti o n d at e 
a n d ti m e a n d a n e w r e c or d i niti at e d wit h t h e n e w s e v erit y.  If t h e s e v erit y of a n A E r e m ai ns t h e s a m e or 
d e cr e as es, t h e A E will b e k e pt o p e n t hr o u g h t o r es ol uti o n , r efl e cti n g t h e m a xi m u m s e v erit y.  

A Es will b e list e d b y p ati e nt  i n cl u di n g pr ef err e d t er m, v er b ati m t er m, s yst e m or g a n cl ass ( S O C), d a ys 
fr o m first d os i n g dat e , o n s et a n d r es ol uti o n d at es/ti m es, d ur ati o n, fr e q u e n c y, s e v erit y, s eri o us n ess, 
o ut c o m e, a cti o n t a k e n, a n d r el ati o ns hi p t o  st u d y dr u gs .  

T E A Es will b e s u m m ari z e d b y pr ef err e d t er m a n d S O C b y tr e at m e nt gr o u p f or t h e n u m b er of p ati e nt s 
r e p orti n g t h e T E A E, t h e n u m b er of T E A Es r e p ort e d, a n d t h e n u m b er of e v e nts b y s e v erit y a n d 
r el ati o ns hi p t o st u d y dr u gs .  I n a d diti o n, T E A Es will b e s u m m ari z e d b y d e cr e asi n g or d er of fr e q u e n c y .   
S u m m ari es of T E A Es i n cl u d e b ot h n o n -s eri o us a n d S A Es as d efi n e d i n t h e pr ot o c ol.   A d diti o n all y, a ll 
S A E s, r e g ar dl ess of tr e at m e nt e m er g e nt or n ot, will b e list e d i n t a b ul at e d f or m.  S u m m ar y of all S A Es, 
r e g ar dl ess of tr e at m e nt e m er g e nt or n ot, will b e pr o vi d e d if n e c ess ar y , f or e as e of i nt er pr et ati o n of t h e 
d at a.   A Es wit h missi n g s e v erit y ar e i n cl u d e d o nl y i n s u m m ari es of all s e v erit y gr a d es (r el at e d or 
r e g ar dl ess of r el ati o ns hi p t o st u d y dr u g).  If a p ati e nt  h a d a n A E wit h diff er e nt s e v eriti es d uri n g 
tr e at m e nt, t h e n o nl y t h e gr e at est s e v erit y is r e p ort e d, u nl ess ot h er wis e s p e cifi e d. 

It is n ot a nti ci p at e d t o e n c o u nt er A E wit h missi n g st art d at e i n t his st u d y.  A n y A E wit h missi n g st art 
d at e  will b e tr e at e d as T E A E .   

All e v e nts c a pt ur e d i n t h e d at a b as e will b e list e d i n b y -p ati e nt  d at a listi n gs.  H o w e v er, o nl y T E A Es will 
b e s u m m ari z e d.   S e p ar at e p ati e nt  listi n gs will b e pr o vi d e d f or T E A Es a n d pr e-tr e at m e nt A Es.  If a n y 
p ati e nts r e p ort k n o w n e x p os ur e t o C O VI D -1 9 d uri n g t h e st u d y, a listi n g of all a d v ers e e v e nts 
e x p eri e n c e d b y t h es e p ati e nts will b e pr o vi d e d s e p ar at el y.   

S h o ul d a n y s eri o us a d v er s e e v e nts ( S A Es) or dis c o nti n u ati o n  of st u d y dr u g  d u e t o a d v ers e e v e nts ( T E A E 
or S A E) o c c ur, p ati e nt  listi n gs f or s u c h a d v ers e e v e nts will b e dis pl a y e d i n a t a b ul at e d f or m at a n d 
n arr ati v es will b e i n cl u d e d i n t h e st u d y r e p ort.  If n o s u c h e v e nt o c c urs d uri n g t h e st u d y, t h e t a bl es 
s h o ul d pr o vi d e a st at e m e nt cl e arl y i n di c ati n g as s u c h, e. g. ‘ N o S A E  r e p ort e d’, ‘ N o T E A E l e d t o 
dis c o nti n u ati o n  of st u d y dr u g ’. 

7. 7. 2  Cli ni c al L a b or at or y P ar a m et er s  

D es cri pti v e st atisti cs will b e pr o vi d e d, at a mi ni m u m, f or t h e f o ll o wi n g l a b or at or y t est r es ults of 
h e m at ol o g y, s er u m c h e mistr y, uri n al ysis , a n d c o a g ul ati o n t ests  as list e d i n T a bl e 6  of t h e pr ot o c ol. 
D es cri pti v e st atisti cs m a y b e pr o vi d e d f or a d diti o n al l a b or at or y p ar a m et ers, if cli ni c all y w arr a nt e d.  

  h e m at o crit ( H ct),  h e m o gl o bi n ( H g b),  m e a n c or p us c ul ar v ol u m e ( M C V), pl at el et c o u nt,  a n d  W B C 
c o u nt   

  all c h e mistr y l a b or at or y t est r es ults  

  p H, s p e cifi c gr a vit y  

  P T/ P T T/I N R  
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L e v els a n d c h a n g es fr o m b as eli n e i n  t h e l a b or at or y m e as ur e m e nts will  b e  s u m m ari z e d at b as eli n e a n d at 
pr e -d efi n e d  visits  b y tr e at m e nt gr o u p .  B as eli n e is t h e l ast ass ess m e nt b ef or e  t h e first d os e of st u d y dr u g, 
i n cl u di n g u ns c h e d ul e d as s ess m e nts.  

As n ot e d i n S e cti o n 7. 1, w h e n b ot h l o c al a n d c e ntr al l a b or at or y v al u es ar e c oll e ct e d o n t h e s a m e d at e, 
t h e c e ntr al l a b or at or y v al u e will b e us e d.  L a b or at or y p ar a m et ers ar e s u m m ari z e d b as e d o n  v al u es a n d 
u nits  fr o m l a b or at or y r e p orts.  S el e ct e d l a b p ar a m et ers m a y b e c o n v ert e d t o SI or U S  st a n d ar d u nits, as 
cli ni c all y d e e m e d a p pr o pri at e .  L a b or at or y a b n or m aliti es ar e d et er mi n e d fr o m l a b or at or y m e as ur e m e nts 
a n al y z e d at t h e c e ntr al or l o c al l a b or at or i es a n d ar e gr a d e d usi n g C o m m o n T er mi n ol o g y Crit eri a f or 
A d v ers e E v e nts  ( C T C A E), as pr es e nt e d i n A p p e n di x 1 of t his d o c u m e nt. 

F or l a b or at or y t ests wit h C T C A E  t o xi cit y gr a d es a v ail a bl e, l a b or at or y a b n or m aliti es ar e s u m m ari z e d b y 
w orst tr e at m e nt -e m er g e nt gr a d e [tr e at m e nt e m er g e nt ( T E) l a b a b n or m aliti es].  F or t ests t h at h a v e 
C T C A E  t o xi cit y gr a d es i n b ot h hi g h a n d l o w dir e cti o ns, e. g. s er u m gl u c os e, et c., t h e s u mm ar y t a bl e 
s h o ul d s p e cif y s e p ar at el y f or t h e T E a b n or m aliti es as b ei n g hi g h or b ei n g l o w i n t o xi cit y gr a d es.  N ot e 
t h at t h e p ost-b as eli n e l a b or at or y v al u e wit h t h e hi g h est tr e at m e nt -e m er g e nt t o xi cit y gr a d e is r e p ort e d f or 
e a c h t est.  

S hift t a bl es will b e pr o vi d e d f or li v er f u n cti o n t est ( L F T) r es ults a n d ot h er s el e ct e d l a b or at or y t est r es ults 
b as e d o n C T C A E gr a d es.  I n a d diti o n, s hift t a bl es b as e d o n m ulti pl e of u p p er li mit n or m al  (U L N ) will 
als o b e pr o d u c e d f or L F T m e as ur e m e nts .  

L a b or at or y a b n or m aliti es d u ri n g tr e at m e nt p eri o d will b e f urt h er s u m m ari z e d b y b as eli n e t o xi cit y gr a d e 
a n d tr e at m e nt t h er a p y (s hift t a bl es) . 

E x pl or at or y gr a p hi c pr es e nt ati o ns m a y b e pr o vi d e d w h e n d at a i n di c at e t h at s u c h a n al ys es ar e 
a p pr o pri at e a n d cli ni c all y m e a ni n gf ul.  

7. 7. 3  1 2 -l e a d E C G 

P ati e nt  listi n g will b e pr o vi d e d f or E C G p ar a m et er s: H R, R R, P R i nt er v al, Q R S i nt er v al, Q T i nt er v al, 
a n d Q T c F.   T h e a b n or m al a n d cli ni c all y si g nifi c a nt fi n di n gs will als o b e i n cl u d e d i n t h e listi n g.  

V al u es a n d c h a n g es fr o m b as eli n e i n E C G m e as ur e m e nts ar e  s u m m ari z e d at b as eli n e a n d at e a c h 
s c h e d ul e d ti m e p oi nts f or t h e t w o tr e at m e nt gr o u ps .  B as eli n e E C G is t h e l ast ass ess m e nt b ef or e first 
d os e of st u d y dr u g.  

E C G r es ults will als o b e cl assifi e d as n or m al, a b n or m al ( n ot cli ni c all y si g nifi c a nt), a n d a b n or m al  
( cli ni c all y si g nifi c a nt).  S u m m ar y t a bl e will b e pr o vi d e d f or cli ni c all y si g nifi c a nt a b n or m aliti es b y 
tr e at m e nt gr o u p.  If n o cli ni c all y si g nifi c a nt a b n or m aliti es ar e f o u n d, t h e t a bl e s h o ul d st at e ‘ N o cli ni c all y 
si g nifi c a nt E C G a b n or m alit y r e p ort e d’.  

T h e tr e at m e nt-e m er g e nt ( T E) E C G e v e nts i n di c at e t h at t h e a b n or m alit y / pr ol o n g ati o ns w er e n ot pr es e nt 
at b as eli n e .  T E a b n or m aliti es will b e s u m m ari z e d f or t h e f oll o wi n g p ar a m et ers.  N ot e t h at T E Q T c F 
i nt er v al a b n or m aliti es ar e b as e d o n m o difi e d C T C A E crit eri a.  

  Tr e at m e nt -e m er g e nt ( T E) P R i nt er v al  > 2 0 0 ms e c;  



Al e xi o n P h ar m a c e uti c als  
A C H 4 7 1 -2 0 4: 1 5 M a y 2 0 2 0 ( V er si o n 8)  

St atisti c al A n al ysis Pl a n  
3 0 O ct o b er 2 0 2 0, V er si o n 5  

  
 

C o nfi d e nti al  P a g e 2 5  of 3 3   

 

  T E Q T c F i nt er v al:  

o  Gr a d e 1: 4 5 0 –  4 8 0 ms e c  

o  Gr a d e 2: 4 8 1 –  5 0 0 ms e c  

o  Gr a d e 3: ≥ 5 0 1 ms e c or > 6 0 ms e c c h a n g e fr o m b a s eli n e  

T h e m a xi m u m i nt er v al ( or i n cr e as e fr o m b as eli n e) d uri n g bli n d e d tr e a t m e nt p eri o d is r e p ort e d f or e a c h 
E C G  p ar a m et er . 

 
7. 7. 4  Vit al Si g n s  a n d B o d y W ei g ht s  

P ati e nt  listi n g will b e pr o vi d e d f or vit al si g ns p ar a m et ers: b o d y t e m p er at ur e, s yst oli c a n d di ast oli c bl o o d 
pr ess ur es  i n tri pli c at e, h e art r at e, a n d r es pir ati o n r at e.  F or s yst o li c a n d di ast oli c bl o o d pr ess ur es, av er a g e 
of  tri pli c at e r e a di n gs will b e c o m p ut e d f or e a c h ti m e p oi nt.  

B o d y w ei g hts  ar e t a k e n at t h e s a m e ti m e p oi nts as vit al si g ns a n d will b e i n cl u d e d i n t h e listi n g.  

S u m m ar y of c h a n g es fr o m b as eli n e at i n di vi d u al ti m e p oi nts will b e pr o vi d e d f or e a c h p ar a m et er of vit al 
si g ns a n d b o d y w ei g ht.  Bl o o d pr ess ur es, b ot h s yst oli c a n d di ast oli c, ar e of p arti c ul ar i nt er est f or C 3 G 
p ati e nts.   A d diti o n al a n al ysis a n d pr es e nt ati o ns m a y b e r e q uir e d if cli ni c all y d e e m e d m e a ni n gf ul.   

7. 7. 5  P h y si c al E x a m  

D at a c oll e ct e d fr o m p h ysi c al e x a ms, b ot h c o m pl et e a n d bri ef, will b e list e d b y p ati e nt a n d b y ti m e 
p oi nts, i n cl u di n g u ns c h e d ul e d visit ti m e p oi nts.  

7. 8  P h ar m a c o ki n eti c ( P K) A s s e s s m e nt s  

P K ass ess m e nts will b e p erf or m e d o n pl as m a c o n c e ntr ati o ns fr o m p ati e nts  i n cl u d e d i n P K a n al ysis s et 
w h os e P K pr ofil es c a n b e d et er mi n e d.  

7. 8. 1  P K P ar a m et er s  

P K p ar a m et ers fr o m pl as m a c o n c e ntr ati o ns f or A L X N 2 0 4 0  will b e c al c ul at e d usi n g a n o n -
c o m p art m e nt al a p pr o a c h b as e d o n t h e c o n c e ntr ati o n v er sus  ti m e d at a. T h e p ar a m et ers list e d i n t h e t a bl e 
b el o w will b e o bt ai n e d u si n g P h o e ni x Wi n N o nli n ® V ersi o n 6. 4 or hi g h er, as d at a p er mit.   

P ati e nt s f or w h o m t h er e i s i ns uffi ci e nt d at a t o c al c ul at e t h e P K p ar a m et ers will h a v e a v ail a bl e d at a 
i n cl u d e d i n t h e c o nc e ntr ati o n t a bl es wit h d es cri pti v e st atisti cs o nl y.  

F or t h e c al c ul ati o n of t h e P K p ar a m et ers, c o n c e ntr ati o ns t h at ar e b el o w t h e l o w er li mit of q u a ntifi c ati o n 
( B L Q) pri or t o t h e T m a x will b e s et t o 0 a n d t h os e t h er e aft er as missi n g. C o n c e ntr ati o ns t h at ar e missi n g 
or n ot r e p ort a bl e will b e tr e at e d as missi n g v al u es. F or c o n c e ntr ati o n s u m m ar y st atisti cs, c o n c e ntr ati o ns 
t h at ar e B L Q will b e s et t o 0.  At l e ast 3 ti m e p oi nts wit h m e as ur a bl e c o n c e ntr ati o n will b e r e q uir e d f or 
t h e c al c ul ati o n of A U C. 
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F or D a y 1 0 , t h e f oll o wi n g P K p ar a m et ers will b e esti m at e d: 

P a r a m et e r     D efi niti o n/ C al c ul ati o n  
A U C t a u    Ar e a u n d er t h e pl as m a c o n c e ntr ati o n -ti m e c ur v e fr o m ti m e of a d mi nistr ati o n t o 

t h e e n d of d osi n g i nt er v al , c al c ul at e d b y li n e ar tr a p e z oi d al s u m m ati o n 
C m a x  M a xi m al pl as m a c o n c e ntr ati o n  
C tr o u g h Pl as m a tr o u g h ( pr e -d os e) c o n c e ntr ati o n o v er t h e d osi n g i nt er v al f or t h e first 

d ail y d os e  
T m a x  Ti m e t o r e a c h t h e m a xi m al pl as m a c o n c e ntr ati o n  
C L/ F     A p p ar e nt or al dr u g cl e ar a n c e d uri n g a d osi n g i nt er v al, c al c ul at e d as 

D os e/ A U C t a u 

 
A U C v al u es will b e esti m at e d usi n g t h e li n e ar tr a p e z oi d al r ul e. A ct u al s a m pli n g ti m es r el ati v e t o d o si n g 
will b e us e d i n t h e c o m p ut ati o n.  

U nl ess ot h er wis e s p e cifi e d b el o w, missi n g s a m pli n g or c o n c e ntr ati o n v al u es s h o ul d n ot b e i m p ut e d, b ut 
l eft missi n g i n t h e c al c ul ati o n of d eri v e d P K p ar a m et ers. If t h e a ct u al s a m pli n g ti m e is missi n g, b ut a 
v ali d c o n c e ntr ati o n v al u e h as b e e n m e as ur e d, t h e s c h e d ul e d pr ot o c ol ti m e will b e us e d f or t h e 
c al c ul ati o n of d eri v e d P K p ar a m et ers.  

O n a c as e b y c as e b asis, it m a y b e n e c ess ar y t o e x cl u d e i n di vi d u al P K c o n c e ntr ati o n v al u es f or t h e 
c al c ul ati o n of d eri v e d P K p ar a m et ers b e c a us e t h e y ar e err o n e o us, a b n or m al or a p p e ar i m pl a usi bl e t o t h e 
p h ar m a c o ki n eti cist i n c h ar g e of t h e a n al ysis. A n y e x cl u d e d d at a will b e fl a g g e d i n t h e i n di vi d u al d at a 
listi n gs. T h e r e as o n f or e x cl usi o n will als o b e d o c u m e nt e d. If t h e e x cl usi o n h as a m e a ni n gf ul i m p a ct o n 
t h e o v er all i nt er pr et ati o n of t h e r es ults, t h e n it will b e dis c uss e d. 

A ct u al p ost -d os e ti m e will b e us e d i n c al c ul ati o n of P K p ar a m e t ers a n d i n t h e g e n er ati o n of i n di vi d u al 
c o n c e ntr ati o n -ti m e pr ofil es. S c h e d ul e d ( n o mi n al) s a m pli n g ti m es will b e us e d as a r e pl a c e m e nt f or 
u n k n o w n or missi n g a ct u al ti m es a n d will b e us e d f or t h e pr e -d os e v al u es. N o mi n al s a m pli n g ti m es will 
b e us e d i n t h e g e n er ati o n of s u m m ar y c o n c e ntr ati o n -ti m e pr ofil es a n d th e c o n c e ntr ati o n -ti m e listi n gs. 

I n a d diti o n, t h e tr o u g h c o n c e ntr ati o ns at pr ot o c ol s p e cifi e d visits  will b e pr o vi d e d.  

7. 8. 2  P K A n al y si s  

I n di vi d u al P K p ar a m et er s will b e list e d. D es cri pti v e st atisti cs ( n u m b er of n o n -missi n g o bs er v ati o ns ( N), 
arit h m eti c m e a n, S D, m e di a n, c o effi ci e nt of v ari ati o n ( C V %), mi ni m u m, m a xi m u m, g e o m etri c m e a n 
a n d g e o m etri c C V %) will b e us e d t o s u m m ari z e t h e c al c ul at e d P K p ar a m et ers of A L X N 2 0 4 0 . 

I n di vi d u al c o n c e ntr ati o n pr ofil es wit h a ct u al p ost-d os e ti m e will b e list e d. D es cri pti v e s u m m ar y 
st atisti cs ( N, arit h m eti c m e a n, S D, m e di a n, C V %, mi ni m u m, m a xi m u m, g e o m etri c m e a n a n d g e o m etri c 
C V %) will b e us e d t o s u m m ari z e t h e c o n c e ntr ati o n pr ofil es.  

I n di vi d u al ti m e-c o n c e ntr ati o n gr a p hs will b e pr o vi d e d f or e a c h p ati e nt  i n b ot h li n e ar a n d s e mi-l o g 
s c al es. M e a n ti m e -c o n c e ntr ati o n gr a p hs will als o b e pr o vi d e d.  
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7. 8. 3  P r e -D o s e C o n c e ntr ati o n s ( P K Tr o u g h s)  

All i n di vi d u al pr e -d os e pl as m a c o n c e ntr ati o ns (tr o u g hs) will b e list e d. D es cri pti v e st atisti cs ( n u m b er of 
n o n -missi n g o bs er v ati o ns ( N), arit h m eti c m e a n, S D, m e di a n, c o effi ci e nt of v ari ati o n ( C V %), mi ni m u m, 
m a xi m u m, g e o m etri c m e a n  a n d g e o m etri c C V %) will b e us e d t o s u m m ari z e t h e s e c o n c e nt r ati o ns of 
A L X N 2 0 4 0 . 

8  C h a n g e s fr o m Pr ot o c ol S p e cifi e d A n al y si s  

T h e pr ot o c ol s p e cifi es usi n g t w o -s a m pl e t -t est f or c o nti n u o us o ut c o m e m e as ur es a n d Fis h er’s E x a ct t est 
f or c at e g ori c al o ut c o m e m e as ur es t o c o m p ar e t h e diff er e n c e b et w e e n A L X N 2 0 4 0  a n d pl a c e b o .  N i n et y-
fi v e p er c e nt ( 9 5 %) c o nfi d e n c e i nt er v als ar e als o p art of i nf er e nti al st atisti c al m et h o d ol o gi es t h at pr ot o c ol 
s p e cifi es.  As d es cri b e d i n S e cti o n 1 O v er vi e w a n d S e cti o n 7. 1 G e n er al M et h o ds, o nl y a b o ut t w o -t hir ds 
of 2 0 p ati e nts ar e tr e at e d i n t his st u d y , s o d es cri pti v e st atisti cs ar e  s uffi ci e nt  a n d a p pr o pri at e  f or 
i nt er pr eti n g t h e st u d y r es ults a n d o bt ai ni n g a r e as o n a bl e cli ni c al u n d erst a n di n g of C 3 G dis e as e. 

9  D o c u m e nt Hi st or y  

V e rsi o n N o.  A ut h o r(s)  D es c ri pti o n s 

1. 0     J o a n n a Y a n g   Ori gi n al  v ersi o n  d at e d 1 8 S E P 2 0 1 7  
2. 0     J o a n n a Y a n g   I n c or p or at e t h e f oll o wi n g c h a n g e s ( d at e d 2 0 A P R 2 0 1 8) : 

   U p d at e  t h e first p ar a gr a p h of S e cti o n 1 O v er vi e w;  
   M o dif y t h e s e c o n d b ull et of pri m ar y o bj e cti v es i n S e cti o n 2. 1;  
   H a v e r e m o v e d t h e first b ull et of s e c o n d ar y o bj e cti v es i n S e cti o n 2. 2;  
   A d d l ast b ull et of ot h er o bj e cti v es i n S e cti o n 2. 3;  
   Si m plif y t h e s c or e f or gl o m er ul ar s cl er osis of c hr o ni cit y i n d e x i n S e cti o n 3. 1. 1;  
   M o dif y a n d u p d at e t h e pri m ar y, s e c o n d ar y, a n d ot h er effi c a c y o ut c o m e m e a s ur es 

i n S e cti o ns 3. 1. 3, 3. 1. 4, a n d 3. 1. 5 t o b e c o nsist e nt wit h t h e o bj e cti v es of t h e 
pr ot o c ol a m e n d m e nt 3;  

   M o dif y a n d u p d at e t h e st u d y d esi g n S e cti o n 4. 1 t o b e c o nsist e nt wit h t h e pr o t o c ol 
a m e n d m e nt 3;  

   C h a n g e t h e pl a c e b o d os e a dj ust m e nt al g orit h m fr o m D a y 3 a n d D a y 1 0 t o D a y 7 
a n d D a y 1 4 , r es p e cti v el y, ( as i n di c at e d i n t h e S c h e d ul e of As s ess m e nt of t h e 
pr ot o c ol)  i n S e cti o n 4. 3; 

   D es cri b e bri efl y t h e p ur p os es f or e a c h pr ot o c ol a m e n d m e nt i n S e cti o n 4. 4;  
   R e m o v e pr ot ei n uri a a n al ysi s s et fr o m S e cti o n 6;  
   M o dif y st at e m e nt s a n d w or di n g i n S e cti o n 7. 5 t o ali g n wit h t h e effi c a c y o ut c o m e 

m e as ur es i n S e cti o ns 3. 1. 3 -5;  
   M o dif y t h e tr e at m e nt e m er g e nt a b n or m alit y c at e g ori es f or E C G p ar a m et er Q T c F, 

f oll o wi n g t h e C T C A E s e v erit y gr a d es, i n S e cti o n 7. 7. 3;  
   U p d at e P K a n al ysis S e cti o n 7. 8, r e m o vi n g r ef er e n c e s t o D a y 3.  

3 . 0    J o a n n a Y a n g   I n c or p or at e t h e f oll o wi n g c h a n g e s ( d at e d 2 1 N O V 2 0 1 9  a n d 0 9 D E C 2 0 1 9 ): 
   U p d at e S e cti o n 1 O v er vi e w , e m p h a si z e t h e S A P b ei n g a p pli c a bl e t o d at a c oll e ct e d 

d uri n g 6 m o nt hs of bli n d e d tr e at m e nt p eri o d ; 
   M o dif y  a n d u p d at e t h e f or m at a n d b ull et d es cri pti o n of S e cti o ns 2. 2, 2. 3, a n d 2. 3 

t o ali g n wit h t h e f or m at a n d b ull et c o nt e nt s wit h pr ot o c ol a m e n d m e nt 6; 
   M o dif y a n d u p d at e t h e s e c o n d ar y, a n d ot h er effi c a c y o ut c o m e m e as ur es i n 

S e cti o ns 3. 1. 3, 3. 1. 4, a n d 3. 1. 5 t o b e c o nsist e nt wit h t h e o bj e cti v es of t h e pr ot o c ol 
a m e n d m e nt 6 ; 
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V e rsi o n N o.  A ut h o r(s)  D es c ri pti o n s 

   S e cti o n 3. 1. 3, t h e i m pr o v e m e nt of pr ot ei n uri a h a s b e e n c h a n g e d fr o m 5 0 % t o 3 0 %;  
   A d d all bi o m ar k er m e as ur e m e nts a v ail a bl e fr o m c e ntr al l a b or at ori es i n t h e S e cti o n 

3. 1. 5, t hir d b ull et;  
   M o dif y a n d u p d at e st u d y d e si g n s e cti o n 4. 1 i n a c c or d a n c e wit h a m e n d m e nt 6 ; 
   D es cri b e bri efl y t h e p ur p os es f or pr ot o c ol a m e n d m e nt s 4, 5, a n d 6  i n S e cti o n 4. 4; 
   R e m o v e e G F R  a n al ysis s et fr o m S e cti o n 6 ; 
   A d d E v al u a bl e a n al ysi s s et i n S e cti o n 6;  
   R e m o v e  t h e st at e m e nt of i nf er e nti al st atisti c al a n al ysis  pr o c e d ur es f or s el e ct e d  

effi c a c y o ut c o m e s  fr o m S e cti o n 7. 1 ; 
   A d d d es cri pti o n o n visit wi n d o w d efi niti o n i n t h e t hir d p ar a gr a p h fr o m t h e e n d of 

S e cti o n 7. 1 ; 
   A d d t h e li st of b as eli n e bi o m ar k er a n d l a b t ests t o S e cti o n 7. 2. 2; 
   A d d pri or m e di c ati o ns of i nt er est t o C 3 G cli ni c al st u di es i n S e cti o n 7. 2. 2 ; 
   R e m o v e p ar a gr a p hs st ati n g st atisti c al m et h o ds of c o m p ari n g t w o tr e at m e nt gr o u ps 

i n S e cti o n 7. 5; 
   U p d at e t h e d es cri pti v e a n al ysi s of s e c o n d ar y a n d e x pl or at or y o ut c o m e m e a s ur es i n 

S e cti o ns 7. 5. 2 a n d 7. 5. 3 ;  
   A d d S e cti o n 7. 8. 3 Pr e -D o s e C o n c e ntr ati o ns ( P K Tr o u g hs) . 

4. 0     K ar a Ri c e     A d d cl arit y ar o u n d ti mi n g of pri m ar y a n al ysis  
   U p d at e bi o ps y s c ori n g d et ails b as e d o n fi n al s c ori n g m a n u al  
   U p d at e d d es cri pti o n of e n d p oi nts t o m at c h l at est pr ot o c ol v ersi o n  
   Cl arif y d ur ati o n of bli n di n g f or st u d y sit es a n d p ati e nts p er pr ot o c ol  
   U p d at e d efi niti o n of p er -pr ot o c ol s et t o s p e cif y e x cl u d e d pr ot o c ol d e vi ati o ns  
   Cl arifi e d a p pr o a c h t o h a n dli n g mis si n g d at a  
   R e m o v e d s u m m ar y of tr e at m e nt c o m pli a n c e f or i nt eri m a n al ysi s.  
   U p d at e d c al c ul ati o n of e G F R sl o p e t o i n cl u d e all a v ail a bl e d at a  
   A d d s u m m ar y of r es p o ns e st at us e s b as e d o n c o m p osit e d efi niti o ns i n cl u di n g e G F R 

a n d pr ot ei n uri a  
   Cl arif y pl a n n e d a n al ys e s f or P R O e n d p oi nt s  

5. 0     K ar a Ri c e     U p d at e d t o i n cl u d e a n al ys es f or O p e n -L a b el E xt e n si o n a n d L o n g -T er m F oll o w -u p 
P eri o ds  

   U p d at e d t o ali g n wit h Pr ot o c ol A m e n d m e nt 7  
   R e m o v e d p er pr ot o c ol s et gi v e n s m all s a m pl e si z e  
   A d d e d s u m m ari es of m o difi e d st u d y vi sits a n d mi ss e d d os es d u e t o C O VI D -1 9 

p a n d e mi c  
   A d d e d s u m m ar y of tr e at m e nt c o m pli a n c e  
   A d d e d s e n siti vit y a n al ysis f or pri m ar y effi c a c y a n d s af et y e n d p oi nts t o ass es s 

i m p a ct of C O VI D-1 9 p a n d e mi c  
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A p p e n di x 1 .   Gr a di n g t h e S e v erit y of L a b or at or y V al u e s  

T h e C o m m o n T er mi n ol o g y Crit eri a f or A d v ers e E v e nts ( C T C A E), V ersi o n 4. 0 ( v 4. 0 3: J u n e 1 4, 2 0 1 0)  
d o es n ot pr o vi d e a s e p ar at e l a b or at or y t o xi cit y gr a di n g t a bl e .  All t h e l a b or at or y gr a d es ar e p art of t h e 
d es cri pti o ns wit hi n v ari o us s yst e m or g a n cl ass es ( S O C s).  T h e f oll o wi n g t a bl e h as b e e n cr e at e d as S A S 
pr o gr a m mi n g s p e cifi c ati o ns f or pr o d u ci n g t a bl es a n d listi n gs f or cli ni c al st u d y r e p ort.  T h e crit eri a f or 
e a c h gr a d e ar e t h e s a m e as i n C T C A E d es cri pti o ns.  

Gr a di n g t h e S e v erit y of L a b or at or y V al u e s, U n m o difi e d fr o m C T C A E, V er si o n 4. 0 ( v 4. 0 3: J u n e 1 4, 
2 0 1 0)  
P A R A M E T E R  G R A D E 1  

MI L D  
G R A D E 2  
M O D E R A T E  

G R A D E 3  
S E V E R E  

G R A D E 4  
LI F E -T H R E A TI N G  

C H E MI S T RI E S  

A ci d osi s  p H < n or m al, b ut 
≥ 7. 3  

- p H < 7. 3  Lif e -t hr e at e ni n g 
c o n s e q u e n c es  

Al b u mi n, L o w  < L L N - 3 g/ d L; 
< L L N - 3 0 g/ L  

< 3 - 2 g/ d L; < 3 0 - 
2 0 g/ L  

< 2 g/ d L; < 2 0 g/ L     Lif e -t hr e at e ni n g 
c o n s e q u e n c es; 
ur g e nt 
i nt er v e nti o n 
i n di c at e d 

Al k ali n e P h os p h at as e, Hi g h  > U L N - 2. 5 x U L N    > 2. 5 - 5. 0 x U L N    > 5. 0 - 2 0. 0 x U L N     > 2 0. 0 x U L N  

Al k al osi s  p H > n or m al, b ut 
≤ 7. 5  

- p H > 7. 5  Lif e -t hr e at e ni n g 
c o n s e q u e n c es  

A L T, Hi g h  > U L N - 3. 0 x U L N    > 3. 0 - 5. 0 x U L N    > 5. 0 - 2 0. 0 x U L N     > 2 0. 0 x U L N  

A m yl as e, Hi g h  > U L N –  1. 5 x U L N   > 1. 5 –  2. 0 x U L N   > 2. 0 –  5. 0 x U L N     > 5. 0 x U L N  

A S T  > U L N - 3. 0 x U L N    > 3. 0 - 5. 0 x U L N    > 5. 0 - 2 0. 0 x U L N     > 2 0. 0 x U L N  

Bilir u bi n, Hi g h  > U L N - 1. 5 x U L N    > 1. 5 - 3. 0 x U L N    > 3. 0 - 1 0. 0 x U L N     > 1 0. 0 x U L N  

C al ci u m, Hi g h  C orr e ct e d s er u m 
c al ci u m of > U L N - 
1 1. 5 m g/ d L; > U L N 
- 2. 9 m m ol/ L  

C orr e ct e d s er u m 
c al ci u m of > 1 1. 5 
- 1 2. 5 m g/ d L; 
> 2. 9 - 3. 1 
m m ol/ L  

C orr e ct e d s er u m 
c al ci u m of > 1 2. 5  - 
1 3. 5 m g/ d L; > 3. 1 - 
3. 4 m m ol/ L  

C orr e ct e d s er u m 
c al ci u m of > 1 3. 5 
m g/ d L; > 3. 4 
m m ol/ L  

C al ci u m (I o ni z e d), Hi g h  I o ni z e d c al ci u m 
> U L N - 1. 5 
m m ol/ L  

I o ni z e d c al ci u m 
> 1. 5 - 1. 6 
m m ol/ L  

I o ni z e d c al ci u m 
> 1. 6 - 1. 8 m m ol/ L  

I o ni z e d c al ci u m 
> 1. 8 m m ol/ L  

C al ci u m, L o w  C orr e ct e d s er u m 
c al ci u m of < L L N - 
8. 0 m g/ d L; < L L N - 
2. 0 m m ol/ L  

C orr e ct e d s er u m 
c al ci u m of < 8. 0 - 
7. 0 m g/ d L; < 2. 0 - 
1. 7 5 m m ol/ L  

C orr e ct e d s er u m 
c al ci u m of < 7. 0 - 
6. 0 m g/ d L; < 1. 7 5 - 
1. 5 m m ol/ L  

C orr e ct e d s er u m 
c al ci u m of < 6. 0 
m g/ d L; < 1. 5 
m m ol/ L  

C al ci u m (I o ni z e d), L o w I o ni z e d c al ci u m 
< L L N - 1. 0 m m ol/ L  

I o ni z e d c al ci u m 
< 1. 0 - 0. 9 
m m ol/ L  

I o ni z e d c al ci u m 
< 0. 9 - 0. 8 m m ol/ L  

I o ni z e d c al ci u m 
< 0. 8 m m ol/ L  

Cr e ati n e Ki n a s e, Hi g h  > U L N - 2. 5 x U L N    > 2. 5 x U L N - 5 x 
U L N  

> 5 x U L N - 1 0 x 
U L N  

> 1 0 x U L N  

Cr e ati ni n e, Hi g h  > 1  - 1. 5 x 
b as eli n e; > U L N - 
1. 5 x U L N  

> 1. 5 - 3. 0 x 
b as eli n e; > 1. 5 - 
3. 0 x U L N  

> 3. 0 b as eli n e; > 3. 0 
- 6. 0 x U L N  

> 6. 0 x U L N  
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P A R A M E T E R  G R A D E 1  
MI L D  

G R A D E 2  
M O D E R A T E  

G R A D E 3  
S E V E R E  

G R A D E 4  
LI F E -T H R E A TI N G  

e G F R or Cr Cl  < L L N - 6 0 
ml/ mi n/ 1. 7 3 m 2  
or pr ot ei n uri a 2 + 
pr es e nt; uri n e 
pr ot ei n/ cr e ati ni n e 
> 0. 5  

5 9 - 3 0 
ml/ mi n/ 1. 7 3 m 2  

e G F R or Cr Cl 2 9 - 
1 5 ml/ mi n/ 1. 7 3 
m 2  

e G F R or Cr Cl 
< 1 5 
ml/ mi n/ 1. 7 3 m 2  

Gl u c os e,  
   F asti n g , Hi g h  

> U L N - 1 6 0 
m g/ d L; > U L N - 8. 9 
m m ol/ L  

> 1 6 0 - 2 5 0 
m g/ d L; > 8. 9 - 
1 3. 9 m m ol/ L  

> 2 5 0 - 5 0 0 m g/ d L; 
> 1 3. 9 - 2 7. 8 
m m ol/ L;  

> 5 0 0 m g/ d L; 
> 2 7. 8 m m ol / L  

Gl u c os e, L o w  < L L N - 5 5 m g/ d L; 
< L L N - 3. 0 m m ol/ L  

< 5 5 - 4 0 m g/ d L; 
< 3. 0 - 2. 2 
m m ol/ L  

< 4 0 - 3 0 m g/ d L; 
< 2. 2 - 1. 7 m m ol/ L  

< 3 0 m g/ d L; < 1. 7 
m m ol/ L  

G G T, Hi g h  > U L N - 2. 5 x U L N    > 2. 5 - 5. 0 x U L N    > 5. 0 - 2 0. 0 x U L N     > 2 0. 0 x U L N  

Li p as e, Hi g h  > U L N –  1. 5 x U L N   > 1. 5 –  2. 0 x U L N   > 2. 0 –  5. 0 x U L N     > 5. 0 x U L N  

Li pi d Dis or d er s,  
    C h ol est er ol, Hi g h  

> U L N - 3 0 0 
m g/ d L; > U L N - 
7. 7 5 m m ol/ L  

> 3 0 0 - 4 0 0 
m g/ d L; > 7. 7 5 - 
1 0. 3 4 m m ol/ L  

> 4 0 0 - 5 0 0 m g/ d L; 
> 1 0. 3 4 - 1 2. 9 2 
m m ol/ L  

> 5 0 0 m g/ d L; 
> 1 2. 9 2 m m ol/ L  

    Tri gl y c eri d e s, Hi g h  1 5 0 m g / d L - 3 0 0 
m g/ d L; 1. 7 1 
m m ol/ L - 3. 4 2 
m m ol/ L  

> 3 0 0 m g/ d L - 
5 0 0 m g / d L; 
> 3. 4 2 m m ol / L - 
5. 7 m m ol/ L  

> 5 0 0 m g/ d L - 1 0 0 0 
m g/ d L; > 5. 7 
m m ol/ L - 1 1. 4 
m m ol/ L  

> 1 0 0 0 m g/ d L; 
> 1 1. 4 m m ol / L  

M a g n esi u m, Hi g h  > U L N - 3. 0 m g/ d L; 
> U L N - 1. 2 3  
m m ol/ L  

- > 3. 0 - 8. 0 m g/ d L; 
> 1. 2 3 - 3. 3 0  
m m ol/ L  

> 8. 0 m g/ d L; > 3. 3 0 
m m ol/ L  

M a g n esi u m, L o w  < L L N - 1. 2 m g/ d L; 
< L L N - 0. 5  
m m ol/ L  

< 1. 2 - 0. 9 m g/ d L; 
< 0. 5 - 0. 4  
m m ol/ L  

< 0. 9 - 0. 7 m g/ d L; 
< 0. 4 - 0. 3  
m m ol/ L  

< 0. 7 m g/ d L; < 0. 3 
m m ol/ L  

P h os p h at e, L o w  < L L N - 2. 5 m g/ d L; 
< L L N - 0. 8  
m m ol/ L  

< 2. 5 - 2. 0 m g/ d L; 
< 0. 8 - 0. 6  
m m ol/ L  

< 2. 0 - 1. 0 m g/ d L; 
< 0. 6 - 0. 3  
m m ol/ L  

< 1. 0 m g/ d L; < 0. 3 
m m ol/ L;  

P ot a ssi u m, Hi g h  > U L N - 5. 5 
m m ol/ L  

> 5. 5 - 6. 0 
m m ol/ L  

> 6. 0 - 7. 0 m m ol/ L    > 7. 0 m m ol/ L  

P ot a ssi u m, L o w  < L L N - 3. 0 m m ol/ L  - < 3. 0 - 2. 5 m m ol/ L;  < 2. 5 m m ol/ L  

S O DI U M, Hi g h  > U L N - 1 5 0 
m m ol/ L  

> 1 5 0 - 1 5 5 
m m ol/ L  

> 1 5 5 - 1 6 0 
m m ol/ L  

> 1 6 0 m m ol/ L  

S O DI U M, L o w  < L L N - 1 3 0 
m m ol/ L  

 -      < 1 3 0 - 1 2 0 
m m ol/ L  

< 1 2 0 m m ol/ L  

U RI C A CI D  > U L N - 1 0 m g/ d L 
( 0. 5 9 m m ol/ L)  

 -      - > 1 0 m g/ d L; > 0. 5 9 
m m ol/ L  

H E M A T O L O G Y  

C D 4 L y m p h o c yt e s  d e cr e a s e d     < L L N - 5 0 0/ m m 3 ; 
< L L N - 0. 5 x 1 0 9  / L  

< 5 0 0 - 2 0 0/ m m 3 ; 
< 0. 5 - 0. 2 x 1 0 9  
/ L 

< 2 0 0 - 5 0/ m m 3 ; 
< 0. 2 - 0. 0 5 x 1 0 9  / L  

< 5 0/ m m 3 ; < 0. 0 5 x 
1 0 9  / L  
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P A R A M E T E R  G R A D E 1  
MI L D  

G R A D E 2  
M O D E R A T E  

G R A D E 3  
S E V E R E  

G R A D E 4  
LI F E -T H R E A TI N G  

( A bs ol ut e) L y m p h o c yt e C o u nt, l o w    < L L N - 8 0 0/ m m 3 ; 
< L L N - 0. 8 x 1 0 9  / L  

< 8 0 0 - 5 0 0/ m m 3 ; 
< 0. 8 - 0. 5 x 1 0 9  
/ L 

< 5 0 0 - 2 0 0/ m m 3 ; 
< 0. 5 - 0. 2 x 1 0 9  / L  

< 2 0 0/ m m 3 ; < 0. 2 x 
1 0 9  / L  

A bs ol ut e N e utr o p hil C o u nt ( A N C), l o w  
< L L N - 1 5 0 0/ m m 3 ; 
< L L N - 1. 5 x 1 0 9  / L  

< 1 5 0 0 - 
1 0 0 0/ m m 3 ; < 1. 5 
–  1. 0 x 1 0 9  / L  

< 1 0 0 0 - 5 0 0/ m m 3 ; 
< 1. 0 - 0. 5 x 1 0 9  / L  

< 5 0 0/ m m 3 ; < 0. 5 x 
1 0 9  / L  

Fi bri n o g e n, D e cr e as e d  < 1. 0 –  0. 7 5 x L L N 
or < 2 5 % d e cr e a s e 
fr o m b as eli n e 

< 0. 7 5 –  0. 5 x L L N 
or  2 5 - < 5 0 % 
d e cr e a s e fr o m 
b as eli n e  

< 0. 5 –  0. 2 5 x L L N 
or 5 0 - < 7 5 % 
d e cr e a s e fr o m 
b as eli n e  

< 0. 2 5 x L L N or 
7 5 % d e cr e as e 
fr o m b as eli n e or 
a b s ol ut e v al u e 
< 5 0 m g/ d L  

H e m o gl o bi n, L o w  H g b < L L N - 1 0. 0  
g/ d L; < L L N - 6. 2 
m m ol/ L; < L L N - 
1 0 0 g/ L  

H g b < 1 0. 0 - 8. 0 
g/ d L; < 6. 2  - 4. 9  
m m ol/ L; < 1 0 0 - 
8 0 g/ L  

H g b < 8. 0 g/ d L; 
< 4. 9 m m ol/ L;  
< 8 0 g/ L; 
tr a n sf u si o n 
i n di c at e d 

 Lif e -t hr e at e ni n g 
c o n s e q u e n c es;  
ur g e nt 
i nt er v e nti o n 
i n di c at e d 

I N R, Hi g h 
( n ot o n a nti c o a g ul ati o n t h er a p y) 

> 1 - 1. 5 x U L N;     > 1. 5 - 2. 5 x U L N;  > 2. 5 x U L N; > 2. 5      -      

I N R, Hi g h 
( o n a nti c o a g ul ati o n t h er a p y) 

> 1 - 1. 5 ti m e s 
a b o v e b as eli n e  

> 1. 5 - 2. 5 ti m es 
a b o v e b as eli n e  

> 2. 5 ti m e s a b o v e 
b as eli n e  

 -      

Pl at el et s, D e cr e as e d  < L L N - 
7 5, 0 0 0/ m m 3 ; 
< L L N -7 5. 0 x 1 0 9  
/ L 

< 7 5, 0 0 0 - 
5 0, 0 0 0/ m m 3 ; 
< 7 5. 0 -5 0. 0 x 1 0 9  
/ L 

< 5 0, 0 0 0 - 
2 5, 0 0 0/ m m 3 ; 
< 5 0. 0 -2 5. 0 x 1 0 9  
/ L 

< 2 5, 0 0 0 / m m 3 ; 
< 2 5. 0 x 1 0 9  / L  

W B C, D e cr e a s e d  < L L N - 3 0 0 0/ m m 3 ; 
< L L N - 3. 0 x 1 0 9  / L  

< 3 0 0 0 - 
2 0 0 0/ m m 3 ; < 3. 0 
- 2. 0 x 1 0 9  / L  

< 2 0 0 0 - 
1 0 0 0/ m m 3 ; < 2. 0 - 
1. 0 x 1 0 9  / L  

< 1 0 0 0/ m m 3 ; < 1. 0 
x 1 0 9  / L  

A P T T or P T T  > U L N - 1. 5 x U L N    > 1. 5 - 2. 5 x U L N    > 2. 5 x U L N;      -      

Pr ot ei n uri a  
( Di p sti c k) 

1 +  
 

2 +  
 

- - 

Pr ot ei n uri a  
( 2 4-h o ur uri n e)  

< 1. 0 g/ 2 4 hrs     1. 0 - 3. 4 g/ 2 4 hrs  > = 3. 5 g/ 2 4 hr s     - 
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A p p e n di x 2 .   K D Q O L -S F S c al e S c ori n g Pr o c e d ur e  

 

S c al e  
N u m b e r of It e m s  Aft e r R e c o di n g , A v e r a g e t h e 

F oll o wi n g It e m s  

 

Ki d n e y di s e a s e t a r g et e d a r e a s  

  

S y m pt o m / p r o bl e m li st  1 2  1 4 a -k  
Eff e ct s of ki d n e y di s e a s e  8  1 5 a -h  
B u r d e n of ki d n e y di s e a s e  4  1 2 a -d  

       W o r k st at u s  2  2 0, 2 1  
       C o g niti v e f u n cti o n  3  1 3 b, d, f  

     Q u alit y of s o ci al i nt e r a cti o n  3  1 3 a, c, e  
       S e x u al f u n cti o n  2  1 6 a, b  
        Sl e e p  4  1 7, 1 8 a -c  
        S o ci al s u p p o rt  2  1 9 a, b  

 

3 6 -it e m h e alt h s u r v e y_ ( S F-3 6 )  
  

P h y si c al f u n cti o ni n g  1 0  3 a -j 
           R ol e --p h y si c al  4  4 a -d  
            P ai n  2  7, 8  
            G e n e r al h e alt h  5  1, 1l a -d  

E m oti o n al w ell -b ei n g  5  9 b, c, d, f, h  
           R ol e --e m oti o n al  3  5 a -c  
           S o ci al f u n cti o n  2  6, 1 0  
           E n e r g y /f ati g u e  4  9 a, e, g, i  

N ot e:  T h e S F -3 6 c h a n g e i n h e alt h a n d t h e 0 -1 0 o v e r all h e alt h  r ati n g it e m s a r e s c o r e d a s si n gl e 
it e m s. 

 



Al e xi o n P h ar m a c e uti c als  
A C H 4 7 1 -2 0 4: 1 5 M a y 2 0 2 0 ( V er si o n 8)  

St atisti c al A n al ysis Pl a n  
3 0 O ct o b er 2 0 2 0, V er si o n 5  

  
 

C o nfi d e nti al  P a g e 3 3  of 3 3   

 

A p p e n di x 3 .   F A CI T -F ati g u e S c al e a n d C al c ul ati o n of T ot al S c or e  

B el o w  is a  list of  st at e m e nts  t h at ot h er  p e o pl e  wit h  y o ur  ill n ess h a v e  s ai d ar e  i m p ort a nt. Pl e as e  cir cl e  or  m ar k  
o n e  n u m b er  p er  li n e t o i n di c at e y o ur  r es p o ns e as  it a p pli es  t o t h e p ast  7  d a ys . 

    N ot At All    A Littl e Bit     S o m e w h at  Q uit e a Bit  V e r y M u c h  

1     I f e el f ati g u e d 0  1  2  3  4  

2     I f e el w e a k all o v e r 0  1  2  3  4  

3     I f e el li stl e s s (“ w a s h e d o ut”) 0  1  2  3  4  

4     I f e el ti r e d 0  1  2  3  4  

5     I h a v e t r o u bl e st a rti n g t hi n g s  
0  

 
1  

 
2  

 
3  

 
4  b e c a u s e I a m ti r e d  

6     I h a v e t r o u bl e fi ni s hi n g t hi n g s  
0  

 
1  

 
2  

 
3  

 
4  b e c a u s e I a m ti r e d  

7     I h a v e e n e r g y 0  1  2  3  4  

8     I a m a bl e t o d o m y u s u al a cti viti e s 0  1  2  3  4  

9     I n e e d t o sl e e p d u ri n g t h e d a y 0  1  2  3  4  

1 0    I a m t o o ti r e d t o e at 0  1  2  3  4  

1 1    I n e e d h el p d oi n g m y u s u al a cti viti e s 0  1  2  3  4  

1 2    I a m f r u st r at e d b y b ei n g t o o ti r e d  
0  

 
1  

 
2  

 
3  

 
4  t o d o t h e t hi n g s I w a nt t o d o 

1 3    I h a v e t o li mit m y s o ci al a cti vit y  
0  

 
1  

 
2  

 
3  

 
4  b e c a u s e I a m ti r e d  

 
S c o ri n g: It e ms ar e s c or e d as f oll o ws: 4 = N ot At All; 3 = A Littl e Bit; 2 = S o m e w h at; 1 = Q uit e A Bit; 
0 = V er y M u c h, E X C E P T it e ms # 7 a n d  # 8  w hi c h  ar e  r e v ers e d s c or e d.  T otal s c or e  r a n g e 0 -5 2.  

It e m N u m b e r  R e v e r s e It e m ?   It e m R e s p o n s e  It e m S c o r e  

1  4  -  =  

2  4  -  =  

3  4  -  =  

4  4  -  =  

5  4  -  =  

6  4  -  =  

7  0  +   =  

8  0  +   =  

9  4  -  =  

1 0  4  -  =  

1 1  4  -  =  

1 2  4  -  =  

1 3  4  -  =  

 
S u m i n di vi d u al  it e m s c or es:      
 
 
 
 
 
 
 
  


	ACH471-204_SAP_v5.0 final signed-redact.pdf
	1. approval Signatures
	Table of Contents
	1 Overview
	2 Objective
	2.1 Primary Objectives
	2.2 Secondary Objectives
	2.3 Exploratory Objectives
	2.4 Quality of Life Objectives

	3 Endpoints
	3.1 Efficacy Outcome Measures
	3.1.1 Brief Description of Renal Biopsy Scoring System
	3.1.2 Proteinuria Definitions
	3.1.3 Primary Efficacy Outcome Measures
	3.1.4 Secondary Efficacy Outcome Measures
	3.1.5 Other Efficacy / PK / PD / Quality of Life Outcome Measures

	3.2 Safety Outcome Measures
	3.3 Pharmacokinetic (PK) Parameters

	4 Study Description
	4.1 Study Design
	4.2 Treatment Assignment
	4.3 Blinding and Unblinding
	4.4 Protocol Amendments

	5 Sample Size
	6 Analysis Sets
	6.1 Randomized Analysis Set
	6.2 Full Analysis Set (FAS)

	7 Statistical Analyses
	7.1 General Methods
	7.2 Study Population
	7.2.1 Patient Discontinuation and Disposition
	7.2.2 Demographic and Baseline Characteristics
	7.2.3 Medical History

	7.3 Extent of Exposure
	7.4 Concomitant Medications
	7.5 Efficacy and PD Markers Assessment
	7.5.1 Analysis of Primary Efficacy Outcome Measures
	7.5.2 Analysis of Secondary Efficacy Outcome Measures
	7.5.3 Analysis of Other Efficacy Outcome Measure and PD Markers

	7.6 Patient Report Outcomes (PRO)
	7.6.1 KDQOL-SF™ version 1.3
	7.6.2 FACIT Fatigue Scale (Version 4)
	7.6.3 EQ-5D-3L

	7.7  Safety Assessment
	7.7.1 Treatment-Emergent Adverse Events (TEAE)
	7.7.2 Clinical Laboratory Parameters
	7.7.3 12-lead ECG
	7.7.4 Vital Signs and Body Weights
	7.7.5 Physical Exam

	7.8 Pharmacokinetic (PK) Assessments
	7.8.1 PK Parameters
	7.8.2 PK Analysis
	7.8.3 Pre-Dose Concentrations (PK Troughs)


	8 Changes from Protocol Specified Analysis
	9 Document History
	Blank Page
	Blank Page




