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PROTOCOL HISTORY 

Protocol: 

Version or ID Date 
(ddMMMyyyy) 

Impact of the changes on the statistical 
analysis 

Final 1.0 04JUN2019 NAP 

Final 2.0 26JUN2019 NAP 

Final 3.0 11JUL2019 NAP 

Final 4.0 24OCT2019 NAP 

Final 5.0 28FEB2020 NAP 

Final 6.0 18MAR2021 Sample size decreased from 99 to 57 
subjects. 
Cardiorespiratory monitoring using 
continuous 3-lead ECG and pulse oximetry 
will be performed during treatment (starting 
before the first dose of study drug and 
continuing up to the initial stage of the 
weaning phase). 

Protocol amendments: 

Version or ID Date 
(ddMMMyyyy) 

Impact of the amendment on the 
statistical analysis 

NAP 

This statistical analysis plan (SAP) only considers the last version of the protocol, and 
of the protocol amendments, as listed above. 
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D E FI NI T I O N O F T E R M S  

c as e r e p ort f or m 
( C R F) 

A pri nt e d, o pti c al, or el e ctr o ni c d o c u m e nt d esi g n e d t o r e c or d 
pr ot o c ol r e q uir e d i nf or m ati o n t o b e r e p ort e d t o t h e s p o ns or f or e a c h 
tri al s u bj e ct. 

dis pl a y  A n al ysis t a bl e, fi g ur e or listi n g  

p h as e I nt er v al of ti m e i n t h e pl a n n e d c o n d u ct of a st u d y ass o ci at e d wit h a 
s p e cifi c p ur p os e: f or e x a m pl e, s cr e e ni n g, tr e at m e nt, f oll o w -u p.  

r o u n d h alf a w a y 
fr o m z er o ti e-
br e a ki n g r ul e 

C o n v e nti o n t o r o u n d v al u es e n di n g wit h 5 t o t h e n e ar est di git 
a w a y fr o m z er o. T h e r o u n d h alf a w a y fr o m z er o i s i m pl e m e nt e d 
i n t h e S A S®  R O U N D f u n cti o n.  

E x a m pl es:  

D at a b as e v al u e R o u n d e d v al u e  

- 1. 3 5 - 1. 4

- 1. 2 5 - 1. 3

1. 2 5 1. 3

1. 3 5 1. 4

si g nifi c a nt di git  All di gits of a n u m b er us e d t o e x pr ess it t o t h e r e q uir e d d e gr e e of 
a c c ur a c y, st arti n g fr o m t h e first n o n -z er o di git.  

st u d y dr u g P h ar m a c e uti c al f or m of a n a cti v e i n gr e di e nt or pl a c e b o, b ei n g t est e d 
or us e d as a r ef er e n c e i n a cli ni c al st u d y.  
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1. I N T R O D U C T I O N

T his S A P d es cri b es t h e fi n al st atisti c al a n al ysis t o b e p erf or m e d f or t h e C LI -
0 6 5 6 3 A A 1- 0 2 ( ) st u d y. 

T his S A P c o v ers t h e effi c a c y, p h ar m a c o ki n eti c ( P K), s af et y  a n d g e n er al 
c h ar a ct eristi cs p arts of t h e st atisti c al a n al ysis . It s p e cifi es t h e a n al ysis dis pl a ys t o b e 
pr es e nt e d  a n d d es cri b es t h e m et h o ds a n d pr o c e d ur es i n a m or e el a b or at e d w a y t h a n i n 
t h e st atisti c al m et h o ds s e cti o n of t h e pr ot o c ol. 

T h e st atisti c al a n al ysis will p r o c ess a n d pr es e nt t h e r es ults f oll o wi n g t h e I nt er n ati o n al 
C o u n cil f or H ar m o ni z ati o n  of T e c h ni c al R e q uir e m e nts f or P h ar m a c e uti c al s f or 
H u m a n Us e (I C H) st a n d ar ds, i n p arti c ul ar t h e I C H-E 3,  I C H- E 6 a n d I C H-E 9 
g ui d eli n es. 

1. 1  S T U D Y O B J E C TI V E S  

T h e pri m ar y o bj e cti v es of t his st u d y ar e : 

• T o ass ess t h e effi c a c y of C H F 6 5 6 3 i n b a bi es wit h N O W S

• T o ass ess t h e s af et y a n d t ol er a bilit y of C H F 6 5 6 3 i n b a bi es wit h N O W S

T h e s e c o n d ar y o bj e cti v es of t his st u d y ar e: 

• T o i n v esti g at e t h e p h ar m a c o ki n eti cs of C H F 6 5 6 3 i n b a bi es wit h N O W S

• T o ass ess t h e us e of t h e a dj u n cti v e t h er a p y f or N O W S

1. 2  E S TI M A N D F O R P RI M A R Y A N A L Y SI S  
• Tr e at m e nt: C H F 6 5 6 3

• P o p ul ati o n: n e o n at es wit h N O W S m e eti n g eli gi bilit y crit eri a

• V a ri a bl e of i nt er est: d ur ati o n of tr e at m e nt f or N O W S

• S u m m ar y m e as ur e:  m e a n, 9 5 % CI

• I nt er curr e nt e v e nt h a n dli n g

o Dis c o nti n u ati o n fr o m st u d y d uri n g t h e tr e at m e nt p eri o d f or a n y
r e as o n.  T h es e ar e t h e o nl y f or es e e a bl e missi n g d at a. E v er y eff ort is
m a d e t o mi ni mi z e t h es e wit h dr a w als, b ut it c a n b e a nti ci p at e d t h at
s o m e missi n g d at a d u e t o wit h dr a w al of c o ns e nt or I n v esti g at or’s
d e cisi o n  m a y b e u n a v oi d a bl e i n t his p ati e nt p o p ul ati o n. T h es e c as es
will b e i m p ut e d as a n e xtr e m el y n e g ati v e v al u e (s e e s e cti o n 5. 3. 1 ).

o All ot h er i nt er c urr e nt e v e nts ar e tr e at e d as if t h e y di d n ot h a p p e n
(tr e at m e nt p oli c y str at e g y).  T his i n cl u d es, b ut n ot li mit e d t o:

- t h e us e of a d diti o n al or alt er n ati v e t h er a pi es

- wr o n g tr e at m e nt r e c ei v e d

- wr o n g d os e r e c ei v e d

- r es c u e d os es n ot as f or es e en b y pr ot o c ol

- a dj u n cti v e t h er a p y n ot as f or es e e n b y pr ot o c ol
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1. 3  S T U D Y D E SI G N  

T his is a r a n d o mi z e d, m ulti c e nt er, d o u bl e bli n d, d o u bl e- d u m m y, p ar all el gr o u p, 
c o ntr oll e d st u d y. 

Fift y -s e v e n  n e o n at es wit h n e o n at al o pi oi d- wit h dr a w al s y n dr o m e ( N O W S) wit h or 
wit h o ut ot h er c o n c o mit a nt dr u g wit h dr a w al s y n dr o m es will b e r a n d o mi z e d t o r e c ei v e 
C H F 6 5 6 3 or m or p hi n e tr e at m e nt. I n or d er t o m ai nt ai n t h e bli n d, a d o u bl e- d u m m y 
d esi g n will b e us e d s o t h at t h e s u bj e cts will r e c ei v e eit h er C H F 6 5 6 3 a n d m or p hi n e 
m at c h e d pl a c e b o, or m or p hi n e tr e at m e nt a n d C H F 6 5 6 3 m at c h e d pl a c e b o. D u e t o t h e 
diff er e nt l e n gt hs of w e a ni n g, f u n cti o n al u n bli n di n g will b e p ossi bl e f oll o wi n g t h e l ast 
s c h e d ul e d d os e of C H F 6 5 6 3 u p t o t h e e n d of t h e st u d y. 

A c c or di n g t o a r a n d o mi z ati o n al g orit h m, n e o n at es will b e assi g n e d t o o n e of t h e t w o 
ar ms:  

•  T est ar m: b a bi es will r e c ei v e a s u bli n g u al d os e of C H F 6 5 6 3 at a st arti n g 
d os e of 1 0 μ g/ k g e v er y 8 h o urs ( ± 1 h) ( usi n g birt h w ei g ht w hi c h s h o ul d 
b e r o u n d e d t o t h e s e c o n d d e ci m al pl a c e ) a n d t h e c orr es p o n di n g or al d os e 
of m or p hi n e m at c h e d pl a c e b o q 4. 

•  R ef er e n c e ar m: b a bi es will r e c ei v e a n or al d os e of m or p hi n e at a st arti n g 
d os e of 0. 0 7 m g/ k g e v er y 4 h o urs ( ± 1 h) ( usi n g birt h w ei g ht w hi c h 
s h o ul d b e r o u n d e d t o t h e s e c o n d d e ci m al pl a c e) a n d t h e c orr es p o n di n g 
s u bli n g u al d os e of C H F 6 5 6 3 m at c h e d pl a c e b o q 8. 

T h e m ot h ers of p ot e nti al i nf a nts will b e i d e ntifi e d t hr o u g h t h e o ut p ati e nt m at er nit y, 
tr e at m e nt cli ni cs or u p o n a d missi o n t o h os pit al. All b a bi es f or w h o m c o ns e nt h as 
b e e n o bt ai n e d will h a v e N O W S gr a d e d a c c or di n g t o Fi n n e g a n N e o n at al A bsti n e n c e 
S c ori n g T o ol F N A S T  (s e e pr ot o c ol f or d et ails o n F N A S T). 

P h ar m a c ol o gi c al tr e at m e nt will st art u p t o 7 d a ys aft er d eli v er y a n d c o nsists of t h e 
f oll o wi n g p h as es: i niti ati o n, es c al ati o n, st a bili z ati o n, w e a ni n g a n d c ess ati o n. 
Ass ess m e nt of t h e n e e d f or tr e at m e nt a n d d os e a dj ust m e nts will b e b as e d u p o n 
cli ni c al si g ns of wit h dr a w al e v al u at e d usi n g a F N A S T a n d c o nti n u e d u ntil at l e ast 4 8 
h o urs aft er t h e l ast d os e of o pi oi d tr e at m e nt. A r e vi e w of t h e dr u g d os e will t a k e 
pl a c e o n a d ail y b asis or m or e fr e q u e ntl y d uri n g t h e es c al ati o n p h as e t o e n s ur e 
ti m el y d os e a dj ust m e nt.  

T h e d ur ati o n of f oll o w u p will b e f or 6 w e e ks aft er t h e fi n al o pi oi d tr e at m e nt d os e. 
E vi d e n c e of r e c urr e n c e of si g nifi c a nt wit h dr a w al will b e m o nit or e d f or all b a bi es 
w h o r e m ai n wit hi n t h e h os pit al. F or b a bi es dis c h ar g e d f oll o wi n g t h e r e q uir e d p eri o d 
of i n p ati e nt o bs er v ati o n ( 4 8 h o urs p ost l ast o pi oi d tr e at m e nt d os e), d ail y t el e p h o n e 
c o nt a ct wit h t h e pr i m ar y c ar e gi v er ( p ar e nt al/l e g al g u ar di a n or f ost er m ot h er) will 
c o nti n u e f or t h e first 7 d a ys a n d will r e c or d t h e b a b y’s w ell b ei n g a n d i d e ntif y a n y 
es c al ati o n of wit h dr a w al si g ns. 

T h er e aft er w e e kl y t el e p h o n e c o nt a ct will c o nti n u e f or t h e d ur ati o n of t h e f oll o w u p 
p eri o d. T h e first w e e kl y t el e p h o n e c o nt a ct will o c c ur 7 d a ys aft er t h e l ast d ail y 
p h o n e c all. Si g nifi c a nt es c al ati o n of wit h dr a w al si g ns will w arr a nt cli ni c al r e vi e w 
a n d ass ess m e nt f or r el a ps e s e v er e e n o u g h t o r e q uir e p h ar m a c ol o gi c al tr e at m e nt a n d 
r e a d missi o n. 

T h e e n d of t h e tri al is  d efi n e d as  t h e l ast f oll o w-u p at 6 w e e ks c o nt a ct of t h e l ast 
s u bj e ct i n t h e tri al.  
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The study will be conducted as follows for each baby: 
• A pre-screening visit with the mother to explain the study and obtain the

informed consent to participate in the study, and to confirm the use of
opioid in the last month of pregnancy. This visit will be carried out
during the last month of pregnancy or after delivery. The maternal
screening questionnaire will also be completed.

• A screening visit on the neonates who show sign of NOWS. The visit
will be carried out up to 7 days after delivery.

• A randomization visit to verify the eligibility of the neonate for
inclusion in the study and to assign the neonates to a treatment and
provide the first treatment administration.

• Treatment period: from randomization, up to 48 hours after the last
dose. The treatment period can last up to 10 weeks (70 days) from the
first treatment dose.

• Regular follow up will continue both before and after discharge from
hospital to identify those babies who suffer recurrence of significant
withdrawal. The duration of follow up will be for 6 weeks after the final
opioid treatment dose. Evidence of recurrence of significant withdrawal
will be monitored for all babies who remain within the hospital. For
babies discharged following the required period of in-patient
observation (48 hours post last opioid treatment dose), daily telephone
contact with the primary caregiver (parental/legal guardian or foster
mother) will continue for the first 7 days and will record the infant’s
wellbeing and identify any escalation of withdrawal signs. Thereafter
weekly telephone contact will continue for the duration of the follow up
period.

An 18-month (± 1 months) follow-up visit to assess neurodevelopmental and general 
health status and confirmation of the safety of the test treatment will be undertaken by 
the participating centers. This assessment will be evaluated separately from the main 
part of the study and will therefore not be described in this SAP. Since the study was 
early terminated the 18-month follow-up will not be conducted. 

The schedule of assessments is in appendix 9.1. 

1.4 EXPECTED SAMPLE SIZE 
On the basis of the results of similar studies, it was determined that a sample size of 
51 babies in (17 randomized to morphine and 34 randomized to CHF6563) will 
provide a power of 80% to detect a difference in duration of treatment of 13 days 
(312 hours), assuming a common standard deviation of 15 days and a two-sided 
significance level of 0.05. Assuming an early withdrawal rate of 10%, a total of 57 
neonates will be randomized in order to reach a total of 51 evaluable babies 
completing the treatment period. 
Based on an assumed screening failure rate of 80% it is anticipated that 
approximately 285 mothers should be pre-screened to achieve 57 randomized babies. 
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1.5 RANDOMIZATION AND BLINDING 
Babies will be assigned in a 2:1 ratio to either CHF6563 or morphine. Randomization 
will be stratified according to the following variables, using a dynamic randomization 
algorithm (i.e. minimization) to balance treatment arms with respect to stratification 
factor levels, while maintaining an overall treatment balance:  

• Neonate’s feeding status at time of randomization (formula/any
maternal breast- milk [including combination of breast milk and
formula])

• Maternal primary opioid use (buprenorphine/methadone/other)
• Maternal concurrent use of benzodiazepines, antidepressants, or

gabapentin (polypharmacy [yes/no]);
The minimization method is planned in order to maximize the balance of each 
stratification variable as well as the overall treatment balance across arms in a 2:1 
ratio, considering the planned sample size. This method achieves a greater level of 
balance across multiple stratification variables compared to a traditional stratified 
randomization 
Babies will be centrally assigned to one of the two treatment arms on randomization 
through an IRT system (Interactive Response Technology, combination of voice and 
web response system and also referred as IVRS/IWRS). 
Following 2 consecutive FNAST with a sum ≥ 12, if all eligibility criteria except for 
Inclusion Criterion #5 are met, then babies will be pre-randomized in the IRT system 
to ensure treatment is available should Inclusion Criterion #5 be met (i.e. the sum of 3 
consecutive FNAST scores ≥ 24 or a single score ≥12). 
The IRT will allocate the patient to a certain treatment group using biased coin 
application of the Pocock and Simon minimization algorithm and assign the study 
medication kit number corresponding to the babies’ treatment group. IRT 
specifications will be fully described in a specific document. The IRT will also 
generate a confirmation after every IRT transaction is performed. 
The patient will be identified by a unique number of six digits: the investigational site 
number will be the first three digits and the following three digits will be the 
progressive numbering of the patient within each site (e.g. 101001, 101002 etc.). 

1.6 INTERIM ANALYSIS 
No interim analyses are foreseen. 

1.7 SOFTWARE 
SAS version 9.4 or later will be used for programming. 

1.8 VALIDATION MODEL 
 – Clinical Research statistics (STAT) standard 

operating procedures (SOPs) and work instructions (WIs) as effective at the project 
start will be followed throughout the project, provided the applicable regulatory 
requirements are still met. 
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T h e  a n al ysi s t a bl es /listi n gs will b e v ali d at e d a c c or di n g t o m o d el B (r e vi e w b y a n 
i n d e p e n d e nt p ers o n; s e e ). 

I n a d diti o n, t h e v ali d ati o n pr o c ess f oll o w e d f or t his st u d y is s u m m ari z e d  i n t h e Q C 
pl a n. 
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2. E F FI C A C Y  A N D P H A R M A C O KI N E TI C
A N A L Y S E S

2. 1  P RI M A R Y E F FI C A C Y E N D P O I N T  

A c c or di n g t o t h e pr ot o c ol, t h e pri m ar y effi c a c y e n d p oi nt of t his st u d y is: 

• D ur ati o n of tr e at m e nt d efi n e d as t h e n u m b er of h o urs fr o m first d os e of
st u d y dr u g a d mi nistr ati o n u ntil t h e l ast d os e of st u d y dr u g.

2. 1. 1  D e ri v ati o n r ul es  

D ur ati o n of tr e at m e nt ( h o urs) = d at e/ti m e of l ast st u d y dr u g a d mi nistr ati o n – 
d at e/ti m e of first st u d y dr u g a d mi nistr ati o n  

2. 1. 2  P r es e nt ati o n of r es ults  

All d at a r el e v a nt t o t h e pri m ar y effi c a c y e n d p oi nt will b e list e d.  

2. 2  S E C O N D A R Y E F FI C A C Y E N D P O I N T S  

A c c or di n g t o t h e pr ot o c ol, t h e s e c o n d ar y effi c a c y e n d p oi nts of t his st u d y ar e: 

• Ti m e t o first w e a ni n g, d efi n e d as t h e n u m b er of h o urs fr o m first d os e of
st u d y dr u g a d mi nistr ati o n u ntil t h e first d os e r e d u cti o n

• R e q uir e m e nt f or a dj u n cti v e dr u g t h er a p y ( p h e n o b ar bit al) f or si g ns of
N O W S

• T ot al h o urs of tr e at m e nt wit h a dj u n cti v e t h er a p y

• R e q uir e m e nt f or r es c u e d os es ( C H F 6 5 6 3 or m or p hi n e)

• N u m b er of r es c u e d os es a d mi nist er e d p er n e o n at e

• P er c e nt a g e of t ot al a m o u nt of a cti v e st u d y dr u g w hi c h is fr o m r es c u e
d os es

• L e n gt h of o pi oi d r el at e d h os pit al st a y, d efi n e d as n u m b er of d a ys fr o m
d a y of birt h u ntil 4 8 h o urs aft er t h e fi n al d os e of dr u g tr e at m e nt f or
N O W S

• R el a ps e of N O W S, d efi n e d as e x p eri e n ci n g r e c urr e n c e of si g nif i c a nt
si g ns of wit h dr a w al

• I n ci d e n c e of r e a d missi o ns, d efi n e d as r e a d missi o n t o h os pit al f or
N O W S r el a ps e
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2.2.1 Available data 
The following parameters are collected per study visit or on the study termination 
form: 

• Date/time of first dose reduction of study drug (SUPPDS.QVAL when
SUPPDS.QNAM is ‘FDREDDTC’)

• Requirement for adjunctive drug therapy (phenobarbital): yes/no
(SUPPSV.QVAL when SUPPSV.QNAM is ‘PHENOBAR’)
Note: Only adjunctive drug therapy during the treatment period will be
considered.

• Requirement for rescue doses: yes/no (SUPPSV.QVAL when
SUPPSV.QNAM is ‘RESCUEDO’)
Note: only rescue doses during the treatment phase will be considered.

• Escalation of opioid withdrawal: yes/no (FA.FASTRESC = ‘Y’ when
FA.FAOBJ is ‘ESCALATION OF OPIOID WITHDRAWAL’ and
FA.FATESTCD is ‘EVIDENCE’)

• Readmission to hospital: yes/no (FA.FASTRESC = ‘Y’ when
FA.FAOBJ is ‘ESCALATION OF OPIOID WITHDRAWAL’ and
FA.FATESTCD is ‘READHOSP’)

2.2.2 Derivation rules 
• Time to first weaning (hours) = date/time of first dose reduction –

date/time of first study drug administration
Note: missing data will not be imputed.

• Number of rescue doses administered = sum of rescue dose
administrations (SUPPEC.QVAL = ‘Y’ when SUPPEC.QNAM is
‘RESCUEDO’)
Note: 0 for subjects not requiring rescue doses.

2.2.3 Inferential statistics 
No inferential statistics will be performed. 

2.2.4 Presentation of results 
All data relevant to the following primary and secondary efficacy endpoints will be 
listed: 

• Duration of treatment
• Time to first weaning
• Requirement for adjunctive drug therapy
• Number of rescue doses
• Relapse of NOWS
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2.3 PHARMACOKINETICS 
2.3.1 Available data 
Blood samples will be collected for the determination of CHF6563 at the time points 
indicated in the schedule of assessments (see section 9.1). 

2.3.2 Presentation of results 
Individual CHF6563 blood concentrations and actual blood sampling times from drug 
administration for PK assessments will be listed. 
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3. S A F E T Y A N A L Y S E S

3. 1  A D V E R S E E V E N T S  

3. 1. 1  A v ail a bl e d at a  

A d v ers e e v e nts ( A Es ) ar e c o d e d i nt o s yst e m or g a n cl ass es a n d pr ef err e d t er ms usi n g 
t h e 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). F or e a c h A E, st art a n d 
st o p d at e(ti m e)s ar e c oll e ct e d as w ell as s e v erit y, a s eri o us n ess fl a g, tr e at m e nt -
r el at e d n ess, a cti o n t a k e n t o war ds t h e st u d y dr u g a n d o ut c o m e. 

3. 1. 2  D e ri v ati o n r ul es  

Pr e -tr e at m e nt A Es ar e d efi n e d as  A Es st arti n g b et w e e n d at e(ti m e) of i nf or m e d 
c o ns e nt a n d t h e d at e(ti m e) of first st u d y dr u g a d mi nistr ati o n – 1 mi n ut e. 

Tr e at m e nt -e m er g e nt a d v ers e e v e nts ( T E A E) ar e d efi n e d as  A Es st arti n g o n or aft er 
first a d mi nistr ati o n  of a n y st u d y dr u g. 

P eri - d osi n g T E A Es ar e d efi n e d as A Es  i n cl u d e d i n t h e list b el o w o c c urri n g d uri n g or 
s h ortl y aft er st u d y dr u g a d mi nistr ati o n, i. e. wit hi n 1 0 mi n ut es fr o m t h e st art of st u d y 
dr u g a d mi nistr ati o n: 

• m o ut h irrit ati o n or i nfl a m m ati o n,

• a p n e a, d es at ur ati o n,

• br a d y/t a c h y c ar di a,

• c o u g h,

• i m m e di at e s w all o wi n g of s u bli n g u al dr u g,

• r e g ur git ati o n,

• v o miti n g o c c urri n g aft er a d mi nistr ati o n.

N ot e: t h e list of pr ef err e d t er ms t o b e s el e ct e d as p eri - d osi n g T E A Es
will b e fi n ali z e d pri or t o d at a b as e l o c k a n d d o c u m e nt e d i n t h e D R R. F or
A Es st art  d at es  wit h missi n g ti m e i nf or m ati o n w h er e n o ot h er d at a b as e
i nf or m ati o n i n di c at es t h at A E st art e d o utsi d e t h e p eri- d osi n g i nt er v al,
t h e w orst-c as e pri n ci pl e will b e a p pli e d a n d t h es e A Es will b e
c o nsi d er e d as p eri - d osi n g.

P ost- tr e at m e nt A Es ar e d efi n e d as A Es st arti n g o n or aft er t h e st art of t h e f oll o w- u p 
p h as e.  

B as e d o n t h eir st art d at e(ti m e), A Es will b e all o c at e d t o t h e p h as e d uri n g w hi c h t h e y 
st art e d. P h as es ar e d efi n e d i n s e cti o n 5. 2. 1 . I n c as e t h e A E st art d at e(ti m e) is 
i n c o m pl et e or missi n g  a n d t h e A E c o ul d c o ns e q u e ntl y b e all o c at e d t o m or e t h a n o n e 
p h as e , a w orst-c as e all o c ati o n will b e d o n e as d et ail e d b el o w: 

• Tr e at m e nt p h as e vs. n o n- tr e at m e nt p h as e: A E will b e all o c at e d t o t h e
tr e at m e nt p h as e u nl ess t h e a v ail a bl e p arts of t h e A E st o p d at e(ti m e)
pr o vi d e e vi d e n c e f or all o c ati n g t o t h e n o n- tr e at m e nt p h as e.

A f at al A E is d efi n e d as a n A E wit h o ut c o m e ‘f at al’. 

A n A E f or w hi c h t h e st u d y dr u g w as dis c o nti n u e d is d efi n e d as a n A E wit h a cti o n 
t a k e n ‘ dr u g wit h dr a w n ’. 
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AE onset and duration will be calculated as follows when start and stop dates are 
fully known: 

• AE onset day (vs. first administration) =
o AE start date < date of first administration: AE start date – date of first

administration
o AE start date ≥ date of first administration: AE start date – date of first

administration + 1 day
• AE duration (rounded as detailed in section 5.3.3) =
o In minutes: AE end date/time – AE start date/time + 1 minute
o In hours: AE end date/time – AE start date/time + 1 hour
o In days:

- AE end date – AE start date + 1 day
- study discontinuation date – AE start date + 1 day (when the AE

start date is fully known but the AE is not resolved at the end of the
study)
In this case the duration will be presented as “>x days”.

Note: If AE duration is less than 1 hour, the duration will be presented in 
minutes. If the AE duration is 1 hour or more, but less than 1 day, it will be 
presented in hours. If AE duration is 1 day or more, it will be presented in 
days. 

3.1.3 Presentation of results 
Tables will present TEAEs and post-treatment AEs only. Pre-treatment AEs will only 
be listed. 
An overview table will show the number and percentage of subjects with at least one 
event and the number of events by treatment for the following: 

• TEAEs
• Serious TEAEs
• Non-serious TEAEs
• ADRs
• Serious ADRs
• Severe TEAEs
• TEAEs leading to study drug discontinuation
• TEAEs leading to death
• Peri-dosing TEAEs
• ADRs leading to study drug discontinuation
• ADRs leading to death
• Peri-dosing ADRs
• Post-treatment AEs

All AEs, including pre-treatment events and all coding information will be listed. 
AEs started after date of last study medication intake will be flagged. Blank system 
organ classes and preferred terms, if any will be shown as ‘Not Available’. 
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3. 2  C LI NI C A L L A B O R A T O R Y E V A L U A TI O N  

3. 2. 1  A v ail a bl e d at a  

P er pr ot o c ol, t h e f oll o wi n g l a b or at or y p ar a m et ers ar e e x p e ct e d: 

• Bi o c h e mistr y: p ot assi u m, s o di u m, m a g n esi u m, p h os p h or us, C- r e a cti v e
pr ot ei n, ur e a nitr o g e n, c al ci u m, cr e ati ni n e, gl u c os e, bilir u bi n (t ot al
s er u m bilir u bi n), bilir u bi n ( dir e ct or c o nj u g at e d)

• H e m at ol o g y: r e d bl o o d c ells c o u nt, h e m at o crit, t ot al h e m o gl o bi n, w hit e
bl o o d c ells c o u nt, a bs ol ut e n e utr o p hils c o u nt, n e utr o p hils c o u nt %,
a bs ol ut e l y m p h o c yt es c o u nt, l y m p h o c yt es c o u nt %, a bs ol ut e m o n o c yt es
c o u nt, m o n o c yt es c o u nt %, a bs ol ut e e osi n o p hils c o u nt, e osi n o p hils
c o u nt %, a bs ol ut e b as o p hils c o u nt, b as o p hils c o u nt %, pl at el ets c o u nt

• Li v er f u n cti o n: al a ni n e  a mi n otr a nsf er as e ( A L T) a n d as p art at e
a mi n otr a nsf er as e ( A S T)

N or m al r a n g es ar e a v ail a bl e as pr o vi d e d b y t h e l a b or at or y. 

3. 2. 2  D e ri v ati o n r ul es  
• T h e f oll o wi n g a b n or m alit y c at e g ori es will b e d efi n e d:

o L o w: v al u e < l o w er li mit of n or m al r a n g e

o N or m al: l o w er li mit of n or m al r a n g e ≤ v al u e ≤ u p p er li mit of n or m al
r a n g e

o Hi g h: v al u e > u p p er li mit of n or m al r a n g e

N ot e:  cl assifi c ati o n will b e d o n e i n st a n d ar di z e d  u nits , usi n g n o n-i m p ut e d 
v al u es a n d n or m al r a n g es. 

3. 2. 3  P r es e nt ati o n of r es ults  

T h e r es ults will b e pr es e nt e d i n st a n d ar di z e d  u nit s. 

All l a b or at or y d at a will b e list e d . 
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3. 3  V I T A L SI G N S 

3. 3. 1  A v ail a bl e d at a  

T h e f oll o wi n g vit al si g ns p ar a m et ers ar e c oll e ct e d:  

• Vit al si g ns: h e art r at e ( H R), r es pir at or y r at e ( R R), p eri p h er al o x y g e n
s at ur ati o n ( S p O 2), b o d y t e m p er at ur e ( B T), s yst oli c ( S B P) a n d di ast oli c
bl o o d pr ess ur e ( D B P)

• H e a d cir c u mf er e n c e, b o d y w ei g ht a n d b o d y l e n gt h.

3. 3. 2  D e ri v ati o n r ul es  

T h e f oll o wi n g vit al si g ns p ar a m et ers will b e d eri v e d:  

• H e a d cir c u mf er e n c e p er c e ntil e

• B o d y w ei g ht p er c e ntil e

• B o d y l e n gt h p er c e ntil e

N ot e: t h e h e a d cir c u mf er e n c e, b o d y w ei g ht a n d b o d y l e n gt h p er c e ntil es
will b e c al c ul at e d b as e d o n t h e U ni v ersit y of C al g ar y F e nt o n Pr e- t er m
Gr o wt h C h arts f or b a bi es u p t o 5 0 w e e ks of g est ati o n al a g e. If a b a b y
r e m ai ns i n t h e st u d y b e y o n d 5 0 w e e ks of g est ati o n al a g e, t h e W H O
gr o wt h st a n d ar ds c a n b e us e d  f or t h e c al c ul ati o n of t h e p er c e ntil es.

• M e a n Bl o o d Pr ess ur e ( M B P) ( m m H g) = ( S B P + 2 * D B P)/ 3

3. 3. 3  P r es e nt ati o n of r es ults  
- Vit al si g ns:

All vit al si g ns ( H R, R R, S p O 2, B T, D B P, S B P, M B P) d at a will b e list e d.

-  H e a d cir c u mf er e n c e, b o d y w ei g ht a n d b o d y l e n gt h:

All h e a d cir c u mf er e n c e, b o d y w ei g ht a n d b o d y l e n gt h  d at a (i n cl u di n g t h e p er c e ntil es) 
will b e list e d.  
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3. 4  E S C A L A TI O N O F O PI O I D WI T H D R A W A L  

3. 4. 1  A v ail a bl e d at a  

T h e f oll o wi n g si g ns of es c al ati o n of o pi oi d wit h dr a w al ar e c oll e ct e d:  

• Cr yi n g - e x c essi v e / c o nti n u o us

• P ersist e nt i n a bilit y t o sl e e p

• Tr e m ors a n d j er ks

• S w e ati n g

• F e v er

• M ottli n g

• N as al st uffi n ess

• S n e e zi n g

• P o or F e e di n g

• R e g ur git ati o n

• Pr oj e ctil e v o miti n g

• L o os e st o ols

• W at er y st o ols

3. 4. 2  P r es e nt ati o n of r es ults  

All a v ail a bl e i nf or m ati o n c o n c er ni n g es c al ati o n of o pi oi d wit h dr a w al will b e list e d.  

3. 5  P H Y SI C A L E X A MI N A TI O N S  

A b n or m al p h ysi c al e x a mi n ati o n fi n di n gs will b e list e d. 

3. 6  N E U R O L O G I C A L A N D B E H A V I O R A L A S S E S S M E N T  

A b n or m al n e ur ol o gi c al a n d b e h a vi or al e x a mi n ati o n fi n di n gs will b e list e d.  
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4. GENERAL CHARACTERISTICS ANALYSES

4.1 SUBJECT DISPOSITION 
The following subject data will be tabulated: 

• The number of screen failures overall
• The number of subjects in each analysis set by treatment and overall
• The number and percentage of subjects for each analysis visit included

in the list below by treatment and overall
o Screening
o Day 1
o Every 5 days of the treatment phase (Day 5, Day 10, Day 15, ...)
o Day of last dose
o End of treatment visit

• The number and percentage of subjects who entered, completed or
discontinued each study phase (initiation, escalation, stabilization,
weaning and cessation)

• The number and percentage of subjects who completed or discontinued
the study as documented on the study termination page and the number
and percentage of subjects for each study discontinuation reason by
treatment and overall

All information collected in the CRF concerning allocation, code breaking, study 
discontinuation and information on phases, dates of first signed informed consent, last 
visit and last contact (over the whole study) and comments will be listed. 

4.2 PROTOCOL DEVIATIONS AND ELIGIBILITY 
The number and percentage of subjects with major and minor protocol deviations, per 
category and type, will be tabulated separately, by treatment and overall. 
All available information concerning protocol deviations, violations on eligibility 
criteria (only violated eligibility criteria having DV.DVDECOD = 'VIOLATION OF 
INCLUSION CRITERION' or 'VIOLATION OF EXCLUSION CRITERION') will 
be listed. 
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4. 3  D E M O G R A P H I C A N D O T H E R B A S E LI N E C H A R A C T E RI S TI C S  

4. 3. 1  A v ail a bl e d at a  

T h e f oll o wi n g p ar a m et er s will b e a v ail a bl e:  

• M ot h er d e m o gr a p hi cs : r a c e, et h ni cit y a n d m at er n al c h ar a ct eristi cs as
c oll e ct e d i n t h e e C R F

• M ot h er dr u g s cr e e n

• D e m o gr a p hi cs: g est ati o n al a g e, s e x, r a c e, et h ni cit y,  d at e of birt h, a n d
d at e of si g ni n g i nf or m e d c o ns e nt f or m (I C F), m at er n al s m o ki n g, al c o h ol
c o ns u m pti o n, m o d e of d eli v er y, f a mil y hist or y of pr ol o n g e d Q T c
s y n dr o m e, u n e x pl ai n e d s u d d e n d e at h i n ot h er wis e h e alt h y f a mil y
m e m b ers a n d A P G A R s c or e

• S cr e e ni n g t ests: h e a d cir c u mf er e n c e, w ei g ht , l e n gt h a n d vit al si g ns , dr u g
s cr e e n

• B as eli n e c h ar a ct eristi cs: pri m ar y f e e di n g m et h o d, f e e di n g t y p e at
r a n d o mi z ati o n, m at er n al pri m ar y o pi oi d us e ( b u pr e n or p hi n e /
m et h a d o n e / ot h er) a n d u s e of ot h er li cit a n d illi cit dr u gs, m at er n al
c o n c urr e nt us e of b e n z o di a z e pi n es, a nti d e pr ess a nt s or g a b a p e nti n
( p ol y p h ar m a c y)

• F e e di n g st at us: n as o g astri c f e e d ( e ntir e, p arti al, n o), t y p e ( m at er n al
br e ast mil k o nl y, f or m ul a or d o n or br e ast mil k, mi x e d), br e ast f e d
( Y/ N), esti m at e d v ol u m e of m at er n al br e ast mil k d uri n g br e ast f e e d
( m L), v ol u m e of m at er n al br e ast mil k gi v e n b y b ottl e ( m L) a n d v ol u m e
of f or m ul a ( m L)

• F N A S T s c or e s

4. 3. 2  D e ri v ati o n r ul es  

T h e f oll o wi n g vit al si g ns p ar a m et er will b e d eri v e d:  

• M e a n Bl o o d Pr ess ur e ( M B P) ( m m H g) = ( S B P + 2 * D B P)/ 3

4. 3. 3  P r es e nt ati o n of r es ults  

M ot h er d e m o gr a p hi cs a n d dr u g s cr e e n will o nl y b e list e d.  

D e m o gr a p hi cs will b e pr es e nt e d  b y tr e at m e nt a n d o v er all usi n g d es cri pti v e st atisti cs 
f or a g e, h e a d cir c u mf er e n c e, w ei g ht , a n d fr e q u e n c y t a b ul ati o ns f or s e x, r a c e, 
et h ni cit y, m at er n al s m o ki n g, a n d al c o h ol c o ns u m pti o n. 

B as eli n e c h ar a ct eristi cs ( p ri m ar y f e e di n g m et h o d, f e e di n g t y p e at r a n d o mi z ati o n, 
m at er n al pri m ar y o pi oi d us e ( b u pr e n or p hi n e / m et h a d o n e / ot h er) a n d us e of ot h er 
li cit a n d illi cit dr u gs, m at er n al c o n c urr e nt us e of b e n z o di a z e pi n es, a nti d e pr ess a nts or 
g a b a p e nti n ( p ol y p h ar m a c y)) will b e pr es e nt e d b y tr e at m e nt a n d o v er all usi n g 
fr e q u e n c y t a b ul ati o ns. 

F N A S T s c or es will b e s u m m ari z e d  b y m e a ns of d es cri pti v e st atisti cs at b as eli n e  o nl y 
( as d efi n e d i n s e cti o n 5. 2. 2 ) b y tr e at m e nt. 

F e e di n g st at us will b e pr es e nt e d b y tr e at m e nt at F oll o w - u p D a y 7, W e e k 2, a n d W e e k 
6 usi n g d es cri pti v e st atisti cs f or esti m at e d v ol u m e of m at er n al br e ast mil k d uri n g 
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br e ast f e e d, v ol u m e of m at er n al br e ast mil k gi v e n b y b ottl e a n d v ol u m e of f or m ul a 
a n d fr e q u e n c y t a b ul ati o ns f or n as o g astri c f e e d, t y p e a n d br e ast f e d. 

I n a d diti o n, t h e f oll o wi n g p ar a m et ers will b e pr es e nt e d b y tr e at m e nt a n d o v er all usi n g 
d es cri pti v e st atisti cs:  

• h e a d  cir c u mf er e n c e, w ei g ht a n d l e n gt h at S cr e e ni n g

• vit al si g ns at S cr e e ni n g

All d e m o gr a p hi c d at a, b a s eli n e c h ar a ct eristi cs , f e e di n g st at us a n d F N A S T s c or es  a n d 
s cr e e ni n g t ests ( e x c e pt w h e n list e d i n t h e s af et y p art, i. e. h e a d cir c u mf er e n c e, w ei g ht , 
l e n gt h a n d vit al si g ns) will b e list e d.  

4. 4  M E DI C A L H I S T O R Y A N D C O N C O MI T A N T DI S E A S E S  

4. 4. 1  A v ail a bl e d at a  

M e di c al hist or y a n d c o n c o mit a nt dis e as es fi n di n gs ar e c o d e d usi n g t h e 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) i nt o s yst e m or g a n cl ass es a n d 
pr ef err e d t er ms. F or e a c h fi n di n g ( M H. M H C A T is ‘ G E N E R A L M E DI C A L 
HI S T O R Y’) , a st art a n d st o p d at e or o n g oi n g fl a g is c oll e ct e d. 

4. 4. 2  D e ri v ati o n r ul es  

T h e f oll o wi n g p ar a m et er s will b e d eri v e d: 

• M e di c al hist or y fi n di n g: n ot o n g oi n g at s cr e e ni n g ( M H. M H E N R T P T is
‘ B E F O R E’)

• C o n c o mi t a nt dis e as e fi n di n g: still o n g oi n g at s cr e e ni n g
( M H. M H E N R T P T is ‘ O N G OI N G’ or missi n g)

4. 4. 3  P r es e nt ati o n of r es ults  

M e di c al hist or y a n d c o n c o mit a nt dis e as es will b e t a b ul at e d s e p ar at el y  b y tr e at m e nt 
a n d o v er all. E a c h t a bl e will s h o w: 

• 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 a n d wit h o ut fi n di n gs

• 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 fi n di n gs b y s yst e m or g a n
cl ass a n d pr ef err e d t er m

All m e di c al hist or y a n d c o n c o mit a nt dis e as es d at a will b e list e d s e p ar at el y.  

4. 5  P R O C E D U R E S A N D M E DI C A TI O N S  

4. 5. 1  A v ail a bl e d at a  

All pr o c e d ur es ar e c o d e d i nt o s yst e m or g a n cl ass e s a n d pr ef err e d t er ms usi n g t h e 
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). F or e a c h pr o c e d ur e st art a n d 
st o p d at e(ti m e)s or o n g oi n g fl a g ar e c oll e ct e d.  

All m e di c ati o ns  ar e c o d e d usi n g W H O-D R U G. A T C s el e cti o n is p erf or m e d. A T C 
c o di n g u p t o l e v el 5 is a v ail a bl e i n t h e cli ni c al d at a b as e. F or e a c h m e di c ati o n, a st art 
d at e (ti m e) a n d st o p d at e(ti m e) or o n g oi n g fl a g ar e c oll e ct e d. 
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4. 5. 2  D e ri v ati o n r ul es  

B as e d o n t h eir st art a n d st o p d at e(ti m e), pr o c e d ur e s a n d m e di c ati o ns will b e all o c at e d 
t o e a c h p h as e d uri n g w hi c h t h e y w er e p erf or m e d/ a d mi nist er e d. A 
pr o c e d ur e/ m e di c ati o n c a n t h er ef or e b e r e p ort e d i n m or e t h a n o n e p h as e.  

P h as es ar e d efi n e d i n s e cti o n 5. 2. 1 . Pr o c e d ur es/ m e di c ati o ns wit h ( p arti all y) missi n g 
d at es will b e all o c at e d t o e a c h p h as e u nl ess t h e a v ail a bl e p arts of t h e 
pr o c e d ur e/ m e di c ati o n st art or st o p d at e(ti m e) pr o vi d e e vi d e n c e t h at t he 
pr o c e d ur e/ m e di c ati o n w a s n ot t a k e n d uri n g t h at p h as e. 

B as e d o n t h eir st art a n d st o p d at e(ti m e) pr o c e d ur e s a n d m e di c ati o ns will b e all o c at e d 
t o o n e of t h e f oll o wi n g c at e g ori es: 

• Pri or: t h e pr o c e d ur e/ m e di c ati o n st o p p e d pri or t o first st u d y dr u g
a d mi nistr ati o n

• M ai nt ai n e d: t h e pr o c e d ur e/ m e di c ati o n st art e d b ef or e first st u d y dr u g
a d mi nistr ati o n a n d w as o n g oi n g at first st u d y dr u g a d mi nistr ati o n

• C o n c o mit a nt: t h e pr o c e d ur e/ m e di c ati o n st art e d at or aft er first st u d y
dr u g a d mi nistr ati o n

• P ost- tr e at m e nt: t h e m e di c ati o n/ pr o c e d ur e st art e d o n or aft er t h e st art of
f oll o w- u p p h as e

F or pr o c e d ur es/ m e di c ati o ns wit h ( p arti all y) missi n g d at e(ti m e)s n ot all o wi n g 
all o c ati o n t o a n y of t h e c at e g ori es, a w orst- c as e all o c ati o n will b e d o n e b as e d o n t h e 
a v ail a bl e p arts of  t h e m e di c ati o n/ pr o c e d ur e st art or st o p d at e(ti m e) . T h e 
m e di c ati o n/ pr o c e d ur e will b e all o c at e d t o t h e first c at e g or y all o w e d b y t h e a v ail a bl e 
d at a, a c c or di n g t o t h e f oll o wi n g or d er: 

• C o n c o mit a nt

• P ost- tr e at m e nt

• M ai nt ai n e d

• Pri or

N ot e: t h es e pr o c e d ur es/ m e di c ati o ns will o nl y b e all o c at e d t o t h e p h as es t h at m at c h t h e 
w orst -c as e all o c at e d c at e g or y.  

4. 5. 3  P r es e nt ati o n of r es ults  

Pr o c e d ur es:  

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 pr o c e d ur es 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 wit h pr o c e d ur es b y s yst e m or g a n cl ass a n d pr ef err e d t er m 
al p h a b eti c all y s ort e d will b e t a b ul at e d p er c at e g or y ( pri or, m ai nt ai n e d, a n d 
c o n c o mit a nt); b y tr e at m e nt a n d o v er all  ( pri or pr o c e d ur es o nl y). Bl a n k s yst e m or g a n 
cl ass es, if a n y, will b e s h o w n as ‘ N ot A v ail a bl e’ i n t h e t a bl es. 

S u bj e cts h a vi n g m or e t h a n o n e pr o c e d ur e all o c at e d t o t h e s a m e c at e g or y wit hi n t h e 
s a m e tr e at m e nt, s yst e m or g a n cl ass a n d pr ef err e d t er m will b e c o u nt e d o nl y o n c e. 

All pr o c e d ur es d at a will b e list e d.  
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M e di c ati o ns:  

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 m e di c ati o ns 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 wit h m e di c ati o ns b y a n at o mi c al m ai n gr o u p (l e v el 1), 
t h er a p e uti c s u b gr o u p (l e v el 2), c h e mi c al s u b gr o u p (l e v el 4), a nd g e n eri c t er m will b e 
t a b ul at e d p er c at e g or y ( pri or, m ai nt ai n e d, a n d c o n c o mit a nt); b y tr e at m e nt a n d o v er all 
( pri or m e di c ati o ns o nl y). Bl a n k A T C l e v els, if a n y, will b e s h o w n as ‘ N ot A v ail a bl e’ 
i n t h e t a bl es. 

S u bj e cts h a vi n g m or e t h a n o n e m e di c ati o n all o c at e d t o t h e s a m e c at e g or y wit hi n t h e 
s a m e tr e at m e nt, a n at o mi c al m ai n gr o u p, t h er a p e uti c s u b gr o u p, c h e mi c al s u b gr o u p, 
a n d g e n eri c t er m will b e c o u nt e d o nl y o n c e. 

All m e di c ati o ns d at a will b e list e d.  

4. 6  E X P O S U R E T O S T U D Y D R U G  

4. 6. 1  A v ail a bl e d at a  

F or e a c h st u d y dr u g a d mi nistr ati o n, t h e d at es  (ti m e), t h e pr es cri b e d d os e, t h e a ct u al 
v ol u m e a d mi nist er e d , r es c u e d os e fl a g a n d iss u es o c c urr e d d uri n g d osi n g will b e 
r e c or d e d. 

4. 6. 2  P r es e nt ati o n of r es ults  

All e x p os ur e d at a will b e list e d.  
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5. GENERAL METHODOLOGY

5.1 ANALYSIS SETS 
5.1.1 Analysis sets 
The following analysis sets will be considered in the statistical analysis: 
Enrolled Set (ENR): all subjects for whom informed consent was signed 
Randomized Set (RND): all randomized subjects 
Safety Set (SAF): all randomized subjects who receive at least one dose of 

study drug 
Notes: 

• Having signed an informed consent is defined as having a complete
informed consent signature date in the database.

• Randomized is defined as having a randomization date in the database
or any information to confirm randomization.

• Having received at least one dose of study drug is defined as having an
exposure date or any information confirming exposure present in the
database.

Unless stated otherwise, the SAF analysis set will be used for demographics and 
baseline characteristics tables. All listings will be presented for the Randomized Set, 
unless states otherwise in section 8.2. 
In case of local major protocol deviations, only the affected data at the specific time 
point will be excluded from the applicable analysis sets. 

5.1.2 As planned versus as actual analysis 
For analyses done on the safety analysis set (excluding general characteristics 
analyses), the actual treatment of the subject will be considered. In addition, the 
actual treatment will be presented in the general and safety listings. 
For all other analyses, the planned treatment will be used. 

5.2 PHASES AND TIME POINTS 
5.2.1 Phases 
Adverse events, medications, and procedures will be allocated to phases. For 
assessments, the visit and time point labels indicated on the subject’s case report form 
(CRF) will be used to allocate to the correct treatment. 
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Adverse events, procedures and medications: 

Phase Start End 

Screening Date of signing the ICF, with 
00:00 added as time part 

First administration date(time) – 
1 minute 

Treatment First administration date(time) Last administration date(time) + 
48 hours 

Follow-up End date(time) of treatment 
phase + 1 minute 

Date of last contact, with 23:59 
added as time part 

Per definition, and for each subject, the first phase starts on the date of the earliest 
available ICF signature, with 00:00 added as time part. The last available phase ends 
on the date of last contact, with 23:59 added as time part. 
All tables and listings will present treatments rather than phases. 
AEs, medications and procedures will be allocated to phases as described in sections 
3.1.2 and 4.5.2 respectively. 
In addition to the analysis phases described above, a subject will be considered to 
have entered a specific study phase based on the below definitions: 

• Initiation phase: all subjects in the safety set
• Escalation phase: all subjects receiving at least one dose higher than the

initial dose
• Stabilization phase: all subjects who receive at least 2 consecutive doses

without escalation
Note: Subjects can skip the escalation phase and directly enter the
stabilization phase from the initiation phase.

• Weaning phase: all subjects who receive at least one dose lower than the
previous

• Cessation phase: all subjects reaching the cessation dose (i.e. between
90-110% of the initial dose for CHF6563 or < 0.025 mg/kg for
morphine) and having a decrease in dose frequency (only subjects
receiving CHF6563, i.e. dosing frequency is decreased q24 hours)

Note: in addition to the above definitions, other information present in SDTM 
(i.e. flags or visits present indicating that a subject has entered a specific 
phase) could be used to determine whether a subject entered a specific phase. 
A phase (and all subsequent phases previously entered by the subject) will be 
considered discontinued whenever a subject discontinues the study during that 
study phase. 

5.2.2 Baseline and change from baseline 
The baseline value is a non-missing value before the first administration of any study 
drug. 
Unless otherwise specified, Screening will be used as the baseline measurement. In 
case there are no assessments/measurements at Screening, the baseline value will be 
set to missing. 
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T h e f oll o wi n g t a bl e s u m m ari z es t h e b as eli n e d e fi niti o n f or e a c h p ar a m et er: 

P a r a m et e r  B as eli n e  

Vit al si g ns  S cr e e ni n g  
H e a d cir c u mf er e n c e a n d b o d y w ei g ht  S cr e e ni n g  
Bi o c h e mistr y, h e m at ol o g y a n d li v er f u n cti o n  S cr e e ni n g  
F N A S T s c or es  L ast n o n -missi n g v al u e b ef or e t h e first 

a d mi nistr ati o n of a n y st u d y dr u g  

C h a n g e fr o m b as eli n e is d efi n e d as: 

C h a n g e fr o m b as eli n e at ti m e p oi nt t = v al u e at ti m e p oi nt t – b as eli n e v al u e.  

5. 2. 3  R el ati v e d a y  

R el ati v e d a ys ( D Y) will b e c al c ul at e d a c c or di n g t o t h e f oll o wi n g r ul e: 

• C o n c er n e d d at e < r ef er e n c e d at e: D Y = c o n c er n e d d at e – r ef er e n c e d at e

• C o n c er n e d d at e ≥ r ef er e n c e d at e: D Y = c o n c er n e d d at e – r ef er e n c e d at e
+ 1

T h e r ef er e n c e d at e is t h e d at e of first a d mi nistr ati o n of st u d y dr u g 

5. 2. 4  A n al ysis vi sits  

T h e  a n al ysis will us e t h e visits i n di c at e d o n t h e s u bj e ct’s C R F.  I n a d diti o n, t h e vit al 
si g ns ass ess m e nts will b e all o c at e d t o a n al ysis ti m e p oi nt wi n d o ws as d efi n e d b el o w 
b as e d o n t h e a ct u al ti m e of t h e ass ess m e nt r el ati v e t o t h e first d os e ( n ot e: ti m e p oi nts 
ar e n ot c oll e ct e d  o n t h e s u bj e ct’s C R F). 

T h e s cr e e ni n g v al u e is t h e l ast a v ail a bl e a n d n o n- missi n g  v al u e b ef or e t h e 
r a n d o mi z ati o n visit ( D a y 1). T his v al u e c orr es p o n ds t o t h e s cr e e ni n g visit, e x c e pt i n 
c as e of r et esti n g. R e as o n f or t his a p pr o a c h is t h e u s e of r et est r es ults f or s u bj e ct 
eli gi bilit y ass ess m e nt.  

U ns c h e d ul e d ass ess m e nt s will n ot b e us e d i n t h e a n al ysis u nl ess a n u ns c h e d ul e d 
ass ess m e nt w as d o n e t o r e pl a c e u n a v ail a bl e/ u n r eli a bl e d at a. T h e d e cisi o n w h et h er a n 
u ns c h e d ul e d ass ess m e nt s h o ul d b e us e d i nst e a d of t h e ori gi n al ass ess m e nt will b e 
t a k e n d uri n g t h e d at a r e vi e w m e eti n g b ef or e d at a b as e l o c k. T h e s el e cti o n of t h e 
u ns c h e d ul e d ass ess m e nts t o b e i n cl u d e d i n t h e a n al ysis i nst e a d of t h e ori gi n al 
ass ess m e nts will b e d o n e i n t h e c orr es p o n di n g A D a M d at as ets usi n g a p pr o pri at e 
v al u es f or A VI SI T( N) a n d A T P T( N). H ar d c o di n g ( d o c u m e nt e d i n t h e D R R  a n d b y a 
N ot e t o Fil e si g n e d off b y b ot h   a n d C hi esi F ar m a c e uti ci S. p. A) will b e 
i m pl e m e nt e d i n t h e i m p a ct e d a n al ysis pr o gr a ms b y i n cl u di n g a c o m m e nt. 

B as eli n e is d efi n e d i n s e cti o n 5. 2. 2 . 

S c h e d ul e d a n d u ns c h e d ul e d ass ess m e nts will b e list e d. 

F oll o w- u p visits will b e  s u m m ari z e d at s el e ct e d ti m e p oi nts o nl y. All f oll o w - u p d at a 
will b e  list e d. 

T h e a n al ysis visit l a b els will b e assi g n e d usi n g t h e f oll o wi n g r ul es: 

• All pl a n n e d s cr e e ni n g, r e-s cr e e ni n g, eli gi bilit y r e c h e c k, et c. visits
o c c urr e d d uri n g t h e s cr e e ni n g p h as e will b e pr es e nt e d as ‘ S cr e e ni n g’.
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• All planned visits occurred during a scheduled day, will be presented as
‘Day x’ (x = study day, e.g. ‘Day -1’, ‘Day 1’, etc.)

• Early termination visits will be presented as ‘Early Termination’
• Follow-up visits will be presented as ‘Follow-up’. In case recurrent

follow-up visits are planned, the label will include details of the
repeated follow-up (e.g. ‘Follow-up Day 1’, ‘Follow-up Week 2’, etc.)

• Unscheduled visits that occurred during a planned visit day will be
presented with the same label as the planned visit (see rules above)

• Unscheduled visits that occurred on a day different than a planned visit
will be presented as ‘Unscheduled’

• Other visits not covered by the rules above will be presented using
similar labels to the ones used in SDTM (XX.VISIT)

5.3 IMPUTATION AND ROUNDING RULES 
5.3.1 Missing values 
Potential imputations of missing values will be discussed during the review of the 
data by the Chiesi team. Decisions on whether any imputation rules on missing values 
should be applied to the analysis will be fully documented in the DRR. 

5.3.2 Values below or above a threshold 
Safety values expressed as below (or above) the limit of quantification will be 
imputed by the value of the quantification limit itself. 
PK concentrations below the quantification limit will be flagged as BLQ in the 
concentration listing. Listings will always show the non-imputed values. 

5.3.3 Rounding of derived variables 
Derived variables will be rounded to the appropriate number of decimals at TLF 
level: 

• Duration of treatment/adjunctive therapy (hours) will be presented with
1 decimal.

• Time to weaning (hours) will be presented with 1 decimal.
• Percentage of total amount of active study drug which is from rescue

doses will be presented with 1 decimal.
• Percentiles will be presented with 1 decimal.
• Mean blood pressure will be presented with 1 decimal.
• PK concentrations will be presented with 3 significant digits except

values >1000, which will be presented without decimals.
• AE duration will be presented with 1 decimal.

Rounding will be done using the round half away from zero tie-breaking rule (see 
Definition of terms). 

5.3.4 Outliers 
No data will be excluded from the analysis. 
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5. 4  P R E S E N T A TI O N O F R E S U L T S  

5. 4. 1  C al c ul ati o n of d es c ri pti v e st atisti cs a n d p e r c e nt a g es  

F or c o nti n u o us p ar a m et ers, f ull d es cri pti v e st atisti cs will o nl y b e pr es e nt e d if t h er e 
ar e at l e ast 2 n o n- missi n g  o bs er v ati o ns. Alt er n ati v el y, o nl y t h e n u m b er of n o n-
missi n g  d at a p oi nts a n d m e a n ar e s h o w n. 

D es cri pti v e  st atisti cs will i n cl u d e t h e n u m b er of n o n- missi n g  d at a p oi nts, t h e 
arit h m eti c m e a n, t h e st a n d ar d d e vi ati o n ( S D), t h e m e di a n, mi ni m u m a n d m a xi m u m.  
F or s p e cifi c p ar a m et ers, CI m a y b e r e q u est e d as w ell.  

F or all p ar a m et ers e x c e pt b o d y t e m p er at ur e a n d  h e a d cir c u mf er e n c e,  me a n, m e di a n, 
S D a n d CI will b e pr es e nt e d wit h o n e m or e d e ci m al pl a c e t h a n t h e i n di vi d u al v al u es. 
F or b o d y t e m p er at ur e a n d h e a d cir c u mf er e n c e , m e a n, m e di a n, S D a n d CI will b e 
pr es e nt e d wit h o n e d e ci m al pl a c e. Mi ni m u m a n d m a xi m u m will b e pr es e nt e d wit h t h e 
s a m e n u m b er of d e ci m al pl a c es t h a n t h e i n di vi d u al v al u es. 

F or e v e nt -t y p e d at a, t h e d e n o mi n at or will b e all s u bj e cts i n t h e a n al ysis s et a n d p h as e. 
All tr e at m e nt s will b e s h o w n, e v e n if n o e v e nts ar e pr es e nt. 

F or fr e q u e n c y t a b ul ati o n s, missi n g v al u es will n ot b e i n cl u d e d i n t h e d e n o mi n at or 
c o u nt w h e n c o m p uti n g p er c e nt a g es. 

P er c e nt a g es will b e s h o w n wit h o n e d e ci m al pl a c e.  

5. 4. 2  P r es e nt ati o n of t r e at m e nts  

T h e f oll o wi n g tr e at m e nt l a b els will b e us e d i n t h e t a bl es  a n d  listi n gs: 

• C H F 6 5 6 3

• M or p hi n e

A n o v er all c ol u m n, t o s u m m ari z e  all s u bj e cts o v er tr e at m e nts, will b e pr es e nt e d o nl y 
i n t a bl es s h o wi n g d at a t h at ar e n ot aff e ct e d b y t h e st u d y dr u g. T h e o v er all c ol u m n will 
b e s h o w n l ast. 

5. 4. 3  O r d e ri n g i n t a bl es a n d listi n gs  

If t h e tr e at m e nts ar e pr es e nt e d as col u m ns, t a bl es will b e s ort e d b y a n al ysis visit a n d 
ti m e p oi nt. Ot h er wis e, t a bl es will b e s ort e d first b y tr e at m e nt, t h e n b y a n al ysis visit 
a n d ti m e p oi nt. 

T h e s orti n g of tr e at m e nts will b e k e pt as cl os e as p ossi bl e t o t h e st u d y d esi g n: 

• T h e t est tr e at m e nt ( C H F 6 5 6 3) will b e s h o w n first a n d t h e n t h e
r ef er e n c e tr e at m e nt ( m or p hi n e)

All t a bl es will b e pr es e nt e d p er tr e at m e nt, u nl ess s p e cifi e d ot h er wis e.  

All listi n gs will b e or d er e d b y s u bj e ct a n d t h e n b y a n al ysis visit a n d ti m e p oi nt 
( c hr o n ol o gi c all y), u nl ess sp e cifi e d ot h er wis e.  

I n t a bl es s h o wi n g s e v er al p ar a m et ers, e a c h p ar a m et er will b e gi n o n a n e w p a g e a n d 
p ar a m et ers will b e s ort e d al p h a b eti c all y, wit hi n t h e p ar a m et er c at e g or y if a p pli c a bl e.  

5. 4. 4  R a w S A S o ut p ut  

N ot a p pli c a bl e.  
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6. C H A N G E S T O T H E P L A N N E D A N A L Y SI S

6. 1  C H A N G E S T O T H E P L A N N E D A N A L Y SI S  

A t ot al of 5 7 s u bj e cts w er e t o b e r a n d o mi z e d i n or d er t o o bt ai n 5 1 e v al u a bl e s u bj e cts 
(s e cti o n 1. 4). As o nl y 7 s u bj e cts w er e r a n d o mi z e d t h e st u d y o bj e cti v es of t his st u d y 
will n ot b e e v al u a bl e. N o st atisti c al a n al ysis will b e p erf or m e d o n t h e c oll e ct e d d at a 
a n d n o d at a d eri v ati o n (i. e.: c h a n g e fr o m b as eli n e) will b e d efi n e d i n t h e pr es e nt S A P 
v 2. 0 ( e x c e pt f or  s o m e s af et y p ar a m et ers).  

F or t h e s a m e r e as o ns t h e f oll o wi n g a n al ysis s ets pl a n n e d i n t h e st u d y pr ot o c ol, h a v e 
n ot b e e n d efi n e d i n s e cti o n 5. 1. 1: 

• I T T s et,

• P P s et.

D ur ati o n of br e a st f e e di n g will n ot b e a n al y z e d a s st at e d i n t h e C T P si n c e t h e s e d at a ar e 
n ot c oll e ct e d at b a s eli n e. 

T h e af or e m e nti o n e d c h a n g e s, f urt h er d et ail e d i n s e cti o n 6. 3 , a n d d e s cri b e d i n d et ail i n 
t hi s S A P ( v 2. 0), will r e pl a c e t h e a n al ysi s a s pr o p os e d i n t h e st u d y pr ot o c ol. 

6. 2  C H A N G E S I N T H E C O N D U C T O F T H E S T U D Y  

T h e cli ni c al tri al C LI - 0 6 5 6 3 A A 1- 0 2 st art e d wit h t h e first o bt ai n e d si g n e d i nf or m e d 
c o ns e nt a n d e nr ol m e nt o n 1 8 D e c e m b er  2 0 2 0 a n d w as t er mi n at e d i n F e br u ary 2 0 2 2 
d u e t o a v er y l o w r e cr uit m e nt r at e, t h at is 7 n e o n at es i nst e a d of pl a n n e d 5 7 i n o n e y e ar 
a n d af t er a l o n g s et u p p h as e w hi c h w as a ct u all y u n e x p e ct e d a n d f ar fr o m t h e ori gi n al 
esti m at es. It l e a ds t o a pr oj e cti o n of a n ot h er 6 y e ars t o c o m pl et e t h e tri al, t h at d o es n ot 
fit wit h a c c e pt a bl e ti m eli n es wit hi n t h e C hi esi p ortf oli o d e v el o p m e nt. C o ns e q u e ntl y, 
C hi esi h as d e ci d e d t o e arl y t er mi n at e t h e tri al.  

6. 3  C H A N G E S T O T H E F I N A L S T A TI S TI C A L A N A L Y SI S P L A N  

I n t h e t a bl e b el o w, a d et ail e d d es cri pti o n of t h e c h a n g es a n d t h e i m p a ct e d s e cti o ns is 
pr o vi d e d. 

S A P v e r si o n 
n u m b e r  

S A P v e r si o n 
D at e 
( d d M M M y y y y) 

C h a n g e s  

Fi n al 1. 0  0 7 M A Y 2 0 2 1  N ot a p pli c a bl e  

Fi n al 2. 0  0 7 J UL 2 0 2 2 C orr e cti o n of t y p os, r e p hr asi n g, a n d a d diti o n 
of cl arifi c ati o ns t hr o u g h o ut t e xt. 

S e cti o n ( List of A b br e vi ati o ns): 

• R e m o v al of a b br e vi ati o ns r el at e d
t o t h e st atisti c al a n al ysis t h at will
n ot b e p erf or m e d.

• A d diti o n of F N A S T
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Sections 1.3/4 (Study Design / Expected 
Sample Size) 

• Aligned with protocol version
6.0.

• Added note referring to protocol
for FNAST assessment

Section 1.8 (Validation Model) 
• Adjusted to reflect that only

listings will be created, except
for the general subject
characteristics section of the
analysis.

Sections 2.1.1/2/3 (Derivation Rules / 
Inferential Statistics / Presentation of Results) 

• Only a subset of the primary
efficacy endpoints will be
derived and no statistical
analysis will be performed.

Sections 2.2.2/3/4 (Derivation Rules / 
Inferential Statistics / Presentation of Results) 

• No statistical analysis will be
performed.

• Only listings will be created.

Sections 3.1.2/3 (Derivation Rules / 
Presentation of Results) 

• Except for a summary table only
listings will be created.

• Added worst-case derivation for
peri-dosing AEs.

Section 3.2.3 (Presentation of Results) 
• Only listings will be created.

Sections 3.3.2/3 (Derivation Rules / 
Presentation of Results) 

• Only listings will be created.
Sections 4.3.2/3 (Derivation Rules / 
Presentation of Results) 

• Parameter duration of breast
feeding removed.

• No figures will be created.
Section 4.5.3 (Presentation of Results) 
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• C orr e cti o n: r e m o v al of
‘tr e at m e nt s e q u e n c e’.

S e cti o n 5. 1. 1 ( A n al ysis S ets) 

• R e m o v al of a n al ysis s ets (I T T &
P P) t h at will n ot b e us e d d u e t o
r e m o v al of e g. effi c a c y t a bl es.

S e cti o n 5. 2. 1 ( P h as es) 

• R e m o v al of ‘fi g ur es’.

S e cti o n s 5. 3. 1/ 2 ( Missi n g V al u es / V al u es 
B el o w or A b o v e a T hr es h ol d) 

• R e m o v al of i m p ut ati o n r ul es f or
effi c a c y a n al ysis.

S e cti o n 5. 3. 3 ( R o u n di n g of D eri v e d V ari a bl es) 

• A d diti o n of r o u n di n g r ul es f or
M B P a n d p er c e ntil es .

S e cti o n 5. 3. 4 ( O utli ers) 

• D et e cti o n a n d us e of o utli ers
r e m o v e d as n ot n e e d e d f or t h e
r e m ai ni n g a n al ysis p arts.

S e cti o n 5. 4. 1 ( C al c ul ati o n of D es cri pti v e 
St atisti cs a n d P er c e nt a g e s)  

• S p e cifi c ati o ns f or d es cri pti v e
st atisti cs of effi c a c y p ar a m et ers,
p- v al u es, a n d cr oss-t a b ul ati o ns
r e m o v e d.

S e cti o n 5. 4. 2/ 3 ( Pr es e nt ati o n of Tr e at m e nts / 
Or d eri n g i n T a bl es, Fi g ur es a n d Listi n gs) 

• R ef er e n c e t o fi g ur es r e m o v e d.

S e cti o n 5. 4. 4 ( R a w S A S O ut p ut) 

• S e cti o n s et t o ‘ n ot a p pli c a bl e’.

S e cti o n 6. 2 ( C h a n g es i n t h e C o n d u ct of t h e 
St u d y) 

• A d d e d s e cti o n t o e x pl ai n t h e
r ati o n al e f or t h e e arl y
t er mi n ati o n of t h e st u d y.

S e cti o n 8 ( List of T a bl es, Listi n gs a n d 
Fi g ur es) 

• U p d at e d list of o ut p ut i n li n e
wit h t h e n e w s c o p e of t h e
a n al ysis , u p d at e d titl es w h er e
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n e e d e d  a n d u p d at e d a n al ysis s ets 
i n or d er t o dis pl a y as m u c h d at a 
as p ossi bl e. 

S e cti o n 9. 1 ( S A S c o d e) 

• R e m o v e d as n o st atisti c al
a n al ys es ar e k e pt i n t h e st u d y
t h at r e q uir e S A S e x a m pl e c o d e.
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7. REFERENCES
ICH Topic E6(R2) Guideline for Good Clinical Practice – Step 4, 9 November 2016. 
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8. L I S T O F T A B L E S  A N D LI S TI N G S

8. 1  T A B L E S

N u m b e r  Titl e  
A n al y sis 
S et  

T L F s Li b r a r y 
T e m pl at e 
N u m b e r  

G E N E R A L C H A R A C T E R I S TI C S  

1 4. 1. 1. 1  S c r e e n F ail u r es ( R a n d o mi z e d  S et)  E N R  D S T 0 0 1  

T a b ul ati o n of c o m pl eti o n/ dis c o nti n u ati o n a n d t h e r e as o n f or 
dis c o nti n u ati o n.  

1 4. 1. 1. 2  Dis p o siti o n b y T r e at m e nt ( R a n d o mi z e d  S et)  R N D  D S T 0 0 2  

T a b ul ati o n of c o m pl eti o n/ dis c o nti n u ati o n a n d t h e r e as o n f or 
dis c o nti n u ati o n.  

1 4. 1. 1. 3  A n al y sis S et s ( R a n d o mi z e d  S et)  R N D  D S T 0 0 6  

T a b ul ati o n of t h e n u m b er of s u bj e cts i n e a c h of t h e a n al y sis s ets d efi n e d 
i n t h e S A P. 

1 4. 1. 1. 4  Att e n d a n c e at St u d y Visit s ( R a n d o mi z e d  S et)  R N D  S V T 0 0 1  

T a b ul ati o n of 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 t h at att e n d e d t o 
e a c h pl a n n e d st u d y visit ( o nl y visits d efi n e d i n s e cti o n 4. 1 ) b y tr e at m e nt.  

1 4. 1. 1. 5  Att e n d a n c e at St u d y P h a s es ( R a n d o mi z e d S et)  R N D  S V T 0 0 2  

T a b ul ati o n of 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 t h at e nt er e d, 
c o m pl et e d or dis c o nti n u e d e a c h st u d y p h as e (i niti ati o n, es c al ati o n, 
st a bili z ati o n, w e a ni n g a n d c ess ati o n).  

T h e t e m pl at e S V T 0 0 2 is u s e d r e pl a ci n g t h e tr e at m e nt p eri o ds b y t h e 
st u d y p h as es. 

1 4. 1. 1. 6  M aj o r P r ot o c ol D e vi ati o ns ( S af et y S et)  S A F  D V T 0 0 1  

T a b ul ati o n of t h e m aj or pr ot o c ol d e vi ati o n s ( at l e ast o n e), d e vi ati o n 
c at e g or y a n d d e vi ati o n t y p e b y tr e at m e nt a n d o v er all.  

1 4. 1. 1. 7  Mi n o r P r ot o c ol D e vi ati o ns ( S af et y S et)  S A F  D V T 0 0 1  

T a b ul ati o n of t h e mi n or pr ot o c ol d e vi ati o n s ( at l e ast o n e), d e vi ati o n 
c at e g or y a n d d e vi ati o n t y p e b y tr e at m e nt a n d o v er all.  

1 4. 1. 2. 1  D e m o g r a p hi c C h a r a ct e risti cs ( S af et y S et)  S A F  D M T 0 0 1  

D es cri pti v e st atisti cs of c o nti n u o u s p ar a m et er s a n d fr e q u e n c y t a b ul ati o n 
of c at e g ori c al p ar a m et er s.  

1 4. 1. 2. 2  B a s eli n e C h a r a ct e risti cs ( S af et y S et) S A F  D M T 0 0 1  

Fr e q u e n c y  t a b ul ati o n of b as eli n e c h ar a ct eristi cs. 

1 4. 1. 2. 3  F N A S T S c o r es at B a s eli n e ( S af et y S et) S A F  B L T 0 0 1  

D es cri pti v e st atisti cs of F N A S T s c or es  at b as eli n e . 

1 4. 1. 2. 4  M at e r n al S m o ki n g St at us ( S af et y S et)  S A F  S U T 0 0 1  

Fr e q u e n c y t a b ul ati o n of t h e m at er n al s m o ki n g st at u s at s cr e e ni n g.  

1 4. 1. 2. 5  F e e di n g St at us ( S af et y S et)  S A F  B L T 0 0 1  

D es cri pti v e st atisti cs of c o nti n u o u s p ar a m et er s a n d fr e q u e n c y t a b ul ati o n 
of c at e g ori c al p ar a m et er s.  
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Number Title 
Analysis 
Set 

TLFs Library 
Template 
Number 

14.1.2.6 Head Circumference and Weight at Screening (Safety Set) SAF BLT002 

 Descriptive statistics of head circumference and weight at Screening.   

14.1.2.7 Vital Signs at Screening (Safety Set) SAF BLT002 

 Descriptive statistics of vital signs results at Screening.   

14.1.2.8 Medical History (Safety Set) SAF MHT001 

 Tabulation of the number and percentage of subjects with medical 
history findings and number and percentage of subjects with medical 
history findings by system organ class and preferred term. 

  

14.1.2.9 Concomitant Diseases (Safety Set) SAF MHT001 

 Tabulation of the number and percentage of subjects with concomitant 
diseases and number and percentage of subjects with concomitant 
diseases by system organ class and preferred term. 

  

14.1.2.10 Prior Procedures (Safety Set) SAF MHT001 

 Tabulation of the number and percentage of subjects with prior 
procedures and number and percentage of subjects with prior procedures 
by system organ class and preferred term. 

  

14.1.2.11 Maintained Procedures (Safety Set) SAF MHT002 

 Tabulation of the number and percentage of subjects with maintained 
procedures and number and percentage of subjects with maintained 
procedures by system organ class and preferred term. 

  

14.1.2.12 Concomitant Procedures (Safety Set) SAF MHT002 

 Tabulation of the number and percentage of subjects with concomitant 
procedures and number and percentage of subjects with concomitant 
procedures by system organ classes and preferred terms. 

  

14.1.2.13 Prior Medications (Safety Set) SAF CMT001 

 Tabulation of the number and percentage of subjects with prior 
medications and number and percentage of subjects with medications by 
ATC class (level 1), ATC class (level 2), ATC class (level 4) and 
preferred name. 

  

14.1.2.14 Maintained Medications (Safety Set) SAF CMT001 

 Tabulation of the number and percentage of subjects with maintained 
medications and number and percentage of subjects with maintained 
medications by ATC class (level 1), ATC class (level 2), ATC class 
(level 4) and preferred name. 

  

14.1.2.15 Concomitant Medications (Safety Set) SAF CMT002 

 Tabulation of the number and percentage of subjects with concomitant 
medications and number and percentage of subjects with concomitant 
medications by ATC class (level 1), ATC class (level 2), ATC class 
(level 4) and preferred name. 
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Number Title 
Analysis 
Set 

TLFs Library 
Template 
Number 

SAFETY  

ADVERSE EVENTS  

14.3.1.1 Summary of TEAEs (Safety Set) SAF AET001 

 Tabulation of the number and percentage of subjects with at least one of 
the events described in the SAP. The number of events will also be 
shown. 
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8. 2  L I S TI N G S 

N u m b e r  Titl e  
A n al y sis 
S et  

T L F s Li b r a r y 
T e m pl at e 
N u m b e r  

G E N E R A L C H A R A C T E R I S TI C S   

1 6. 1. 7  R a n d o mi z ati o n  S c h e d ul e ( R a n d o mi z e d  S et)  R N D  D S L 0 0 1  
 Listi n g of s u bj e ct n u m b er s a n d r a n d o mi z ati o n i nf or m ati o n  

All dis cr e p a n ci es ( as -r a n d o mi z e d v er s u s as -tr e at e d) will b e pr es e nt e d. 
  

1 6. 2. 1. 1  S c r e e ni n g F ail u r es  (R a n d o mi z e d  E n r oll e d S et)  E N R  D S L 0 0 2  
 Listi n g of all s u bj e cts t h at dis c o nti n u e d aft er r a n d o mi z ati o n. T h e st u d y 

dis c o nti n u ati o n r e as o n will als o b e list e d.  
  

1 6. 2. 1. 2  St u d y Dis c o nti n u ati o n Aft e r R a n d o mi z ati o n  (R a n d o mi z e d  S et)  R N D  D S L 0 0 3  
 Listi n g of all s u bj e cts t h at dis c o nti n u e d aft er r a n d o mi z ati o n. T h e st u d y 

dis c o nti n u ati o n r e as o n will als o b e list e d.  
  

1 6. 2. 1. 3  S u bj e ct Dis p o siti o n  (R a n d o mi z e d  S et)  R N D  D S L 0 0 4  

 Listi n g of t h e r e as o n s f or c o m pl eti o n / dis c o nti n u ati o n a n d t h e n u m b er 
of d a y s si n c e fir st st u d y dr u g a d mi nistr ati o n at st u d y dis c o nti n u ati o n. 
I n c as e t h e dis c o nti n u ati o n w as d u e t o A E, t h e A E will b e pr es e nt e d i n 
t his listi n g. If t h er e is a n ot h er e x pl a n ati o n o n t h e dis c o nti n u ati o n r e as o n 
c oll e ct e d i n t h e C R F, t his will als o b e pr e s e nt e d i n t his listi n g.  

  

1 6. 2. 1. 4  R a n d o mi z ati o n  C o d e B r o k e n  (R a n d o mi z e d  S et)  R N D  D S L 0 0 5  

 Listi n g of t h e c o d e br e a ki n g i nf or m ati o n. O nl y s u bj e cts f or w hi c h t h e 
c o d e w as br o k e n ar e pr es e nt e d i n t his listi n g.  

  

1 6. 2. 1. 5  A n al y sis S et Di s p o siti o n  (E n r oll e d S et)  E N R  D S L 0 0 6  

 Listi n g of all s u bj e cts a n d a n al y sis s et i n di c at or s.    

1 6. 2. 1. 6  S u bj e ct Dis p o siti o n: A n al y si s P h a s es a n d P e ri o d s (E n r oll e d S et)  E N R  D S L 0 0 8  

 Listi n g of t h e p h as es a n d p eri o d s i n t h e st u d y t o g et h er wit h t h e st art 
a n d e n d d at e(ti m e) s.  

  

1 6 . 2. 1. 7 St u d y Visit s  (E n r oll e d S et)  E N R  S V L 0 0 1  

 Listi n g p er s u bj e ct n u m b er of all s u bj e ct visits, t o g et h er wit h t h e st art 
a n d e n d d at e of e a c h visit. Listi n g is s ort e d c hr o n ol o gi c all y b y visit 
st art d at e wit hi n e a c h s u bj e ct.  

  

1 6 . 2. 1.8  Fi rst a n d L a st C o nt a ct i n t h e St u d y ( E n r oll e d S et ) E N R   

 List of t h e d at e of t h e fir st si g n e d I C F, l ast visit d at e a n d l ast d at e of 
c o nt a ct i n t h e st u d y. All d at es ar e pr es e nt e d o v er all, n ot b y tr e at m e nt.  

  

1 6 . 2. 2. 1 Vi ol ati o n of Eli gi bilit y C rit e ri a  (E n r oll e d S et)  E N R  D V L 0 0 1  

 O nl y vi ol at e d i n - a n d e x cl u si o n crit eri a will b e list e d. O nl y d e vi ati o n s 
wit h D V D E C O D = “ VI O L A TI O N O F I N C L U SI O N C RI T E RI O N ” or 
“ VI O L A TI O N O F E X C L U SI O N C RI T E RI O N ” will b e s el e ct e d.  

  

1 6 . 2. 2. 2 P r ot o c ol D e vi ati o n  (E n r oll e d S et)  E N R  D V L 0 0 2  

 Listi n g of all pr ot o c ol d e vi ati o n s i nf or m ati o n    

1 6. 2. 4. 1  D e m o g r a p hi c C h a r a ct e risti cs ( M ot h e r) (E n r oll e d S et)  E N R  D M L 0 0 1  

 Listi n g of all d e m o gr a p hi c p ar a m et er s.  

F or l a y o ut p ur p o s es, a t e m pl at e pr es e nti n g p ar a m et er s as r o ws r at h er 
t h a n c ol u m n s c o ul d b e u s e d i nst e a d ( si mil ar t o t e m pl at e S C L 0 0 3). 

  



 
  

 

Page 41 of 44 
 

Number Title 
Analysis 
Set 

TLFs Library 
Template 
Number 

16.2.4.2 Urine Drug Screen (Mother) (Enrolled Set) ENR SCL003 

 Listing of all results of urine drug screen tests performed.   

16.2.4.3 Demographic Characteristics (Enrolled Set) ENR DML001 

 Listing of all demographic parameters. 

For layout purposes, a template presenting parameters as rows rather 
than columns could be used instead (similar to template SCL003). 

  

16.2.4.4 Baseline Characteristics (Enrolled Set) ENR SCL003 

 Listing of all baseline characteristics.   

16.2.4.5 FNAST Scores (Enrolled Set) ENR SCL003 

 Listing of all FNAST scores results.   

16.2.4.6 Drug Screen (Enrolled Set) ENR SCL003 

 Listing of all results of urine, meconium and umbilical cord drug 
screen tests performed. 

  

16.2.4.7 Maternal Smoking Status (Enrolled Set) ENR SUL001 

 Listing of all smoking data available in the CRF   

16.2.4.8 Feeding Status (Enrolled Set) ENR  

 Listing of all feeding status data available in the CRF   

16.2.4.9 Medical/Surgical History (Enrolled Set) ENR MHL001 

 Listing of the medical history data findings available in the CRF   

16.2.4.10 Concomitant Diseases (Enrolled Set) ENR MHL002 

 Listing of the concomitant diseases data findings available in the CRF   

16.2.4.11 Procedures (Enrolled Set) ENR PRL001 

 Listing of all data on procedures   

16.2.4.12 Medications (Enrolled Set) ENR CML001 

 Listing of all data on medications   

16.2.4.13 Comments (Enrolled Set) ENR COL001 

 Listing of all remarks and comments written in the CRF   

16.2.5.1 Exposure (Randomized Set) RND  

 Listing per subject number of all data related to exposure 

 

  

PHARMACOKINETICS  

16.2.5.2 Actual Sampling Times and Concentrations (Randomized Set) RND PCL001 
 Listing per treatment, visit, subject and planned time point of actual 

blood sampling times and concentrations. 
  

EFFICACY  

16.2.6.1 Primary Efficacy Endpoint: Full Listing (Randomized Set) RND SCL002 
 Listing per subject number of all data related to the primary efficacy 

endpoint. 
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16.2.6.2 Secondary Efficacy Endpoint: Time to First Weaning Full Listing 
(Randomized Set) 

RND SCL002 

 Listing per subject number of all data related to the secondary efficacy 
endpoint: time to first weaning. 

  

16.2.6.3 Secondary Efficacy Endpoint: Adjunctive Drug Therapy Full 
Listing (Randomized Set) 

RND SCL002 

 Listing per subject number of all data related to the secondary efficacy 
endpoint: requirement for adjunctive drug therapy. 

  

16.2.6.4 Secondary Efficacy Endpoint: Rescue Doses Full Listing 
(Randomized Set) 

RND SCL002 

 Listing per subject number of all data related to the secondary efficacy 
endpoint: requirement for rescue doses, number of doses. 

  

16.2.6.5 Secondary Efficacy Endpoint: Opioid Related Hospital Stay and 
incidence of Relapse of NOWS (Randomized Set) 

RND SCL002 

 Listing per subject number of all data related to the secondary efficacy 
endpoints: hospital stay and relapse of NOWS. 

  

SAFETY  

ADVERSE EVENTS  

16.2.7.1 Pre-Treatment Adverse Events (Enrolled Set) ENR AEL001 

 Listing of all pre-treatment AE information collected in the CRF and of 
the onset day and duration. All information of one AE will be 
presented on the same line. 

  

16.2.7.2 Treatment Emergent Adverse Events (Randomized Set) RND AEL002 

 Listing of all AE information collected in the CRF and of the phase / 
period dates and onset day and duration. All information of one AE 
will be presented on the same line. 

  

16.2.7.3 Serious Treatment Emergent Adverse Events (Randomized Set) RND AEL002 
 Same as listing 16.2.7.2, but listing serious TEAEs only.   
16.2.7.4 Non-Serious Treatment Emergent Adverse Events (Randomized 

Set) 
RND AEL002 

 Same as listing 16.2.7.2, but listing non-serious TEAEs only.   
16.2.7.5 Adverse Drug Reactions (Randomized Set) RND AEL002 

 Same as listing 16.2.7.2, but listing ADRs only.   

16.2.7.6 Serious Adverse Drug Reactions (Randomized Set) RND AEL002 

 Same as listing 16.2.7.2, but listing serious ADRs only.   

16.2.7.7 Severe Treatment Emergent Adverse Events (Randomized Set) RND AEL002 

 Same as listing 16.2.7.2, but listing severe TEAEs only.   

16.2.7.8 Treatment Emergent Adverse Events Leading to Study Drug 
Discontinuation (Randomized Set) 

RND AEL002 

 Same as listing 16.2.7.2, but listing TEAEs leading to study drug 
discontinuation only 
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16.2.7.9 Treatment Emergent Adverse Events Leading to Death 
(Randomized Set) 

RND AEL002 

 Same as listing 16.2.7.2, but listing TEAEs leading to death only   

16.2.7.10 Post-Treatment Adverse Events (Randomized Set) RND AEL001 

 Listing of all post-treatment AE information collected in the CRF and 
of the onset day and duration. All information of one AE will be 
presented on the same line. 

  

16.2.7.11 Escalation of Opioid Withdrawal (Randomized Set) RND  

 Listing of all data on escalation of opioid withdrawal   

16.2.7.12 Physical Examination Abnormalities (Randomized Set) RND PEL001 

 Listing of all data on abnormal physical examinations findings   

16.2.7.13 Neurological and Behavioral Examination Abnormalities 
(Randomized Set) 

RND PEL001 

 Listing of all data on abnormal neurological and behavioral 
examination findings. 

  

LABORATORY DATA  

16.2.8.1 Laboratory Results: Hematology Full Listing (Enrolled Set) ENR LBL001 

 Listing of all hematology results. The (non-imputed) values will be 
shown, as well as normal ranges, abnormality flags (L/H) and clinical 
significance flag. 

  

16.2.8.2 Laboratory Results: Biochemistry Full Listing (Enrolled Set) ENR LBL001 

 Same as listing 16.2.8.1 but listing biochemistry results instead.   

16.2.8.3 Laboratory Results: Liver Function Full Listing (Enrolled Set) ENR LBL001 

 Same as listing 16.2.8.1 but listing liver function results instead.   

VITAL SIGNS  

16.2.9.1 Vital Signs: Full Listing (Enrolled Set) ENR VSL001 

 Listing of all vital signs results. The values will be shown but no 
changes from baseline will be shown. 

  

16.2.9.2 Vital Signs: Head Circumference, Body Weight and Length 
(Enrolled Set) 

ENR VSL001 

 Listing of all head circumference, body weight and length results 
(including percentiles). The values will be shown but no changes from 
baseline will be shown. 
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