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2 CHANGES SINCE LAST VERSION

o Inconsistencies/ errors were noted in derived max_ggt_d1to5 and d14_pssaormssa_pd14highggt and
updated
o max_ggt_d1to5 included d1to7_btpd1highggt that should not have (d1to7_btpd1highggt is
reserved as a baseline value)
o max_ggt_d6to14 omitted d14_pssaormssa_pd14highggt that should not have
e <<actue hospital index with new_variable that is specific for those acute - acute >>
e <<change in assigned backbone treatment — new_var for those who had gap >>
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3 PLATFORM STUDY ENTRY DATE

Platform randomisation date is considered platform study day 1 (i.e. count starts from 1 and not 0).

Derived variable Variables and Variables and raw data
Derived
Derived Variable name Varlgble Variable Label/ title Data export/
logic CRF
descriptor

Date Randomised Participants

platform_entry_date_local | component pt_randomisationdatetimelocal . enrolled
. localtime
of variable export
Date .
. Participants
component . . Randomised
. pt_randomisationdatetimelocal . enrolled

of variable localtime

converted to export
platform_entry_date_utc UTC time

from the timezone Time zone Location

localtime Status

zone (of site)
Notes:
Date only component is used to calculate number of days to negate need for rounding in day difference calculations

4 DOMAIN

Derived variable Variables and Variables and raw data
De“"‘:‘::qae”able Derived Variable logic descriptor Variable Label/ title Data export / CRF

Where revealoutcome is “Revealed” (i.e

backbone_domain reveal.ed/ enrolled into backbone revealoutcome Reveal Outcome Bgc.kt.pne
domain) than 1, Eligibility
Otherwise 0
Where revealoutcome is “Revealed” (i.e

. . revealed/ enrolled into adjunctive Adjunctive

adj_domian . revealoutcome Reveal Outcome A
domain) than1, Eligibility
Otherwise 0
Where revealoutcome is “Revealed” (i.e EOS day 7

; . revealoutcome Reveal Outcome Lo
cos domain revealed/ enrolled into either EOS day 7 Eligibility
- or EOS day 14 domain) than 1, revealoutcome Reveal Outcome EOS day 14

Otherwise 0 Eligibility
Where revealoutcome is “Revealed” (i.e

eos_d7_domain reveal'ed/ enrolled into EOS day 7 revealoutcome Reveal Outcome EOS c!a?y /
domain) than1, Eligibility
Otherwise 0
Where revealoutcome is “Revealed” (i.e

eos_d14_domain reveal.ed/ enrolled into EOS day 14 revealoutcome Reveal Outcome EOD qlgy 14
domain) than 1, Eligibility
Otherwise 0
Where revealoutcome is “Revealed” (i.e

pct_domain Iz\éer;]a:ed/ enrolled into PET/CT domain) revealoutcome Reveal Outcome PET/CT Eligibility
Otherwise 0
Where
backbone_domainis 0 Derived variable —

no_domain an.d L backbone_domain | Derived variable original value from
adj_domianis 0 Backbone
and Eligibility
eos_domainis 0

N , |
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and
pct_domainis 0

than 1, indicating participantis not
enrolled into any domains,

adj_domian

Derived variable

Derived variable —
original value from
Adjunctive
Eligibility

otherwise where

backbone_domainis 1 Derived variable -

originalvalues

or
ad]_domian is 1 eos_domain Derived variable from EOS day 7
or B Eligibility and EOS
eos domain is 1 day 14 Eligibility
or

pct_domainis 1 . .
Derived variable —

original value from
PET/CT Eligibility

pct_domain Derived variable

than 0, indicating that participant is
enrolled into at least one domain

Notes:

revealoutcome variable name is used in multiple exports for domain entry, use caution in using correct variable
no_domain will be updated as new domains are added in the study

no_domain having a value of 0 can also be an indication of not enrolled into any domains yet

5 SILO

Those randomised into the backbone domain must have populated the ‘el_bb_bloodculture’ variable to be
eligible and this value is used to randomise the patient into treatment arm. Therefore ‘el_bb_bloodculture’ is
used as the priority source for silo for participants in the backbone domain.

For those not randomised in the backbone domain, ‘d1to7_silomedadminsilo’ is used as the priority source
for silo. This is because the initial susceptibility result from ‘el_bb_bloodculture’ is often a preliminary one,
and this is confirmed and finalised with further testing reported in ‘d1to7_silomedadminsilo’.

Derived variable Variables and Variables and raw data
Derived Variable Derived Variable logic
name descriptor
Where backbone_domainis 1
(i.e. participant has been
enrolled into backbone
domain), use
el_bb_bloodculture to define
silo

Variable Label/ title Data export / CRF

Derived variable -
original value from
Backbone Eligibility

Derived variable -

backbone_domain Backbone Domain

Otherwise if

backbone_domainis O (i.e. What is the

silo L d1to7_silomedadminsilo . . Day1to7
participant has not been participant's silo
enrolled into backbone
domain), use
d1to7_silomedadminsilo and What is the
if missing, then use antimicrobial
el_bb_bloodculture el_bb_bloodculture susceptibility of Backbone Eligibility
Staphylococcus
Where remains missing, silo aureus in the index
is missing. blood culture isolate
Notes:

el_bb_bloodculture should never be missing for those enrolled into backbone domain, this is built into the database and checks
should be run to ensure this is the case

Silo categories are PSSA/ MSSA/ MRSA, where ‘PSSA - Automated testing only’ falls under PSSA.

Silo missing may be due to participant withdrawn from future data collection before day 1-7 CRF opening, or prior to backbone
screening, or withdrawn after day 1-7 CRF opening but the CRF was not completed prior to withdraw
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6 SILO MISCLASSIFICATION

Notes

Derived variable

Variables and Variables and raw data

Derived Variable name

Derived Variable logic

Variable

Label/ title

Data export /

descriptor CRF
Where value is
“MSSA - Methicillin
susceptible S. aureus”, make Result (Did the
“MSSA” participant have a
silo_d2 d1to7_pd2bloodcultureresult blood culture Day1to7
"PSSA - Penicillin susceptible collected on
S. aureus", make "PSSA", Platform Day 2)
"MRSA - Methicillin resistant
S. aureus", make "MRSA"
Where value is
“MSSA - Methicillin
susceptible S. aureus”, make Result (Did the
“MSSA” participant have a
silo_d5 d1to7_pd5bloodcultureresult blood culture Day1to7
"PSSA - Penicillin susceptible collected on
S. aureus", make "PSSA", Platform Day 5)
"MRSA - Methicillin resistant
S. aureus", make "MRSA"
Derived
silo_d2 Derived variable variable
Where any of silo_d2, silo_d5 Def“’sld
or silo_updated is not equal silo_d5 Derived variable variable
to silo, assigne value 1
silo_mismatch indiation there is a mismatch
of silo from baseline (initially Silo
recorded silo) to any later silo_updated Updated Silo Misclassificat
result of silo ions Log
silo Derived variable Derlved
variable
silo_d2 Derived variable Derlved
variable
If any values in later . . . Derived
any_updated_silo_mrsa | confirmed silo is “MRSA” silo_d5 Derived variable variable
assign value 1, otherwise 0 Silo
silo_updated Updated Silo Misclassificat
ions Log

Notes:

silo_d2, silo_d5 are modified of original values to check match and mismatch of confirmed silo at baseline (derived variable ‘silo’).
any_updated_silo_mrsa, used to handle mismatch of MSSA to PSSA which is allowable to be considered protocol adherent. Given
MSSA at baseline can be later identified as MSSA or PSSA, the only non-allowable value for protocol non-adherence in MRSA
any_updated_silo_mrsa where values are missing and none of the later confirmed values are “MRSA” then it is also assigned 0

;‘;‘%-3
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Derived variable Variables and Variables and raw data
Derived Variable Derived Variable logic
name descriptor

Where silo is “MSSA” and
silo_mismatchis 1 and
any_updated_silo_mrsais 1,
then assign value 1
indicating silo silo Derived variable Derived variable
misclassification,

Variable Label/ title Data export / CRF

Where silo is “PSSA” or silo
is “MSSA” and
silo_mismatch is 1, assign
value 1 indicating silo
misclassification,

silo_misclassification | Where silo is “MSSA” and silo_mismatch Derived variable Derived variable
(silo_mismatchis 0 or
any_updated_silo_mrsais
0), then assign value 0
indicating silo is not
misclassified,

Where silo is “PSSA” or silo
is “MSSA” and
silo_mismatch is 0, assign any_updated_silo_mrsa Derived variable Derived variable
value O indicating silo is not
misclassified

Notes:

7 RANDOMISED TREATMENT

Derived variable Variables and Variables and raw data
Derived Data export/
Variable Derived Variable logic descriptor Variable Label/ title CRE P
name

Where pt_interventionsenrolled contains “AP01”

then assign value “(Flu)cloxacillin”,

where pt_interventionsenrolled contains “AP02”,

assign value “Penicillin”,

where pt_interventionsenrolled contains “AM01”,
backbone_tr assign value *(Flu)cloxacillin pt_interventionsenroll | Interventions Participants
eatment where pt_interventionsenrolled contains “AM02”, ed Enrolled enrolled

assign value “Cefazolin”

where pt_interventionsenrolled contains “AR01”,

assign value “Vancomycin”

where pt_interventionsenrolled contains “AR02”,

assign value “Vancomycin + Cefazolin”

Notes:
pt_interventionsenrolled contains intervention codes for all domains and will only contain one intervention code per domain

':'\%; SNAP Derived Variables Document
S NAP Version 2.0 dated 14 January 2026 Page 7 of 70



‘

AGE

Age is collected at time of platform screening, however when entered incorrectly itis updated in the database
and appears correctly in participants enrolled export but remains incorrect in platform eligibility export.
Therefore, age is derived using the following formula.

Derived variable Variables and Variables and raw data
Denviixinable Derived Variable logic descriptor Variable Label title Data export / CRF
Where value is available in pt_age, use that, Platform
el_age Age s
eligibility
age Otherwise where pt_age is missing, use el_age, Participants
pt_age Age
. L enrolled
Otherwise leave as missing
Notes:
age represents age at time of platform screening

9 SEXAT BIRTH

Sex at birth is collected at time of platform screening, however when entered incorrectly it is updated in the
database and appears correctly in both participants enrolled export and enrolment list export. Hence sex at
birth can be used directly from the enrolment list export.

Variable Label title Data export / CRF
sex Sex at birth Enrolment list
Notes:

10 WEIGHT

Weight is collected at baseline in kilograms (kgs) and additionally in grams (g) for participants under 5 years of
age. Total weight in kgs is calculated by converting g to kg, then addition with reported kg weight, done directly
in the database (but can also be completed using reported weight values).

Where weight is an impossible value (i.e total weight in kg is 0), itis coerced to missing. At time of document
publication, data entries of impossible values were known to be entered in order to complete CRF and data
base fix is in progress to allow ‘unknown’ option to resolve the issue (this will be applied to all participantsin
the database retrospectively and prospectively and data queries raised). In addition, as g is only available for
some participants, calculation within the database ignores missing (e.g 3 kgs + missing g will produce a value
of 3), hence when both kg and g value is missing, a value of 0.000 will be present.

Derived variable Variables and Variables and raw data
Derived Variable Derived Variable logic descriptor Variable Label/ title Data export/
name CRF
Where bas_vsweight is 0.000, make value
. . missing, . . .
weight_kg_baseline bas_vsweight Weight Baseline
Otherwise uses value in bas_vsweight

‘.;\’i; SNAP Derived Variables Document
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Notes:

For calculating total weight in kg using values entered, use (bas_vsweightg * 0.001) + bas_vsweightkg, and coerce values of 0.000 to

missing.

11 ACUTE DISCHARGE DATE

Acute discharge data date is the date timepoint of when data in the acute discharge form was collected until,

e.g some questions will ask “Were there any new focus/foci of infection diagnosed between platform Day [last

CRF completed time window] and acute discharge”, where ‘acute discharge’ is the relevant date field.

Derived variable

Variables and Variables and raw data

Derived Variable

Derived Variable logic descriptor

Variable

Label/ title

Data export /

name CRF
Date of discharge Acute
adis_dateofdischarge from this (the .
. . Discharge
enrolling) hospital
Use the relevant date (see notes) of
adis_dateofdischarge or Date of discharge Acute
adis_dateofdischargeacutebed or adis_dateofdischargeacutebed | from acute care Discharge
adis_transfer_da | adis_dateofdeath, bed g
te
otherwise leave missing, indicating
no acute discharge has occurred adis_dateofdeath Date of death Ac?ute
- Discharge
Will clinical data
for this participant
Where o adis_clinicaldatasubsequentac | be made available | Acute
adis_clinicaldatasubsequentacutepr | yteprovider by the subsequent | Discharge
ovider is “Yes” and acute care
adis_dateoffinaldischargeacutecare provider
adis_crf_data_da is available, use that,
te adis_dateoffinaldischargeacute . . Derived
i i D V !
Otherwise use adis_transfer_date, care erived Variable Variable
Otherwise leave as missing
(indicating no acute discharge has adis_dateoffinaldischargeacute | Date of final
d . Acute
occurred) care discharge from )
Discharge
Acute Care
adis_end_acute_
Derived
Variable —

daydiff_platform
_entry_adis_tran
sfer_date

Calculate n of days from
platform_entry_date_local
(considered day 1) to
adis_transfer_date (local)

platform_entry_date_local

Derived Variable

originalvalue
form
participants
enrolled

adis_transfer_date

Derived Variable

Derived
Variable —
original
values from
Acute
Discharge

Notes:

Where participant has an acute discharge CRF, only one of adis_dateofdischarge, adis_dateofdischargeacutebed,
adis_dateofdeath will have a value, based on where they were discharged to

adis_transfer_date reflects date participant was discharged from the acute bed of the enrolling hospital, it does not necessarily
reflect whether patient has left acute care entirely or their acute index hospitalisation, these are dependent on where the
participant was discharged to.

;‘;‘%-3
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adis_crf_data_date reflects date of when data is relevant to in the acute discharge CRF, i.e. where questions asks time window
platform day [x] to acute discharge, the tail of the time window ‘acute discharge’ is adis_crf_data_date

Dates are local to the site, and should be either used with other local date/ datetime variables to the site or converted to UTC (or
other) time to use with other date/ datetime UTC (or other) variables.
adis_clinicaldatasubsequentacuteprovider is included in argument for adis_crf_data_date, due to residual data issues

12 DAY DIFFERENCES

General use day difference derived variables, not otherwise specific to other sections of this document.

Derived variable

Variables and Variables and raw data

Derived Variable logic

Derived Variable name .
descriptor

Variable

Label/ title

Data export / CRF

Calculate n of days from
platform_entry_date_local
(considered day 1) to total
discharge date

daydiff_platform_entry
_tdis_dischargedate

platform_entry_date_loc
al

Derived Variable

Derived Variable -
original value from
participants enrolled

tdis_dischargedate

Date of discharge
from totalindex
hospitalisation

Total Discharge

Calculate n days from date of
data download (utc) to
platform_entry_date_utc

daydiff_platform_entry
_data_download

platform_entry_date_loc
al

Derived Variable

Derived Variable -
original value form
participants enrolled

substituted for other relevant dates, e.g a data cut-off date

Notes: date of data download (utc) is the date in which data was downloaded from database converted to utc, and can be

13 WITHDRAWAL

Data collection will cease in the event where:

e Participant withdraws from all data collection

No further data is collected after this event. Any data collected before event remains part of the study data

13.1 WITHDRAW FROM ALL FUTURE STUDY DATA COLLECTION

Derived variable Variables and raw data
Derlvi:r\]/ﬂ.aerlable Derived Variable logic descriptor Variable Label/ title Data export / CRF
Where . Withdraw from all Consent
. . wd_withdrawalall aspects of the .
e wd_withdrawalallis “Yes” . Withdrawals
SNAP Trial
or i Withdraw from
e wd_contactfollowups is “Yes” . Consent
wd_future_data_ . wd_contactfollowups being contacted )
. and wd_medrectoday90 is Withdrawals
collection o for follow-up
Yes”, -
L . Withdraw from use
than 1, indicating data collection has .
- of medical records Consent
ceased due to withdrawal, wd_medrectoday90 . .
to collect vital Withdrawals
status, hospital
N , ,
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otherwise 0, indicating data
collection has not ceased due to
withdrawal

discharge and day
90

wd_data_collecti
on_end_date

Where
wd_future_data_collectionis 1, use
wd_dateofwithdrawal,

Otherwise

leave as missing, indicating no data
collection end date due to
withdrawal

wd_future_data_collectio
n

Derived Variable

Derived Variable

wd_dateofwithdrawal

Derived Variable

Derived Variable

daydiff_platform
_enrty_wd_dateo

Calculate n of days from
platform_entry_date_local
(considered day 1) to

platform_entry_date_local

Derived Variable

Derived Variable —
original value form
participants
enrolled

withdrawal.

fwithdrawal wd_data_collection_end_date wd_data_collection_end_ . . D?”.ved Variable -
Derived Variable original value form
date .
Withdraw
Notes:

wd_future_data_collection represents where participant has withdrawn, and no further data is collected beyond time of participant

Where wd_contactfollowups is “Yes” and wd_medrectoday90 is not “Yes” means participant will not have data collected for any
remaining CRFs except for day 90 CRF where medical records can be accessed for day 90 data collection.
Region UK has additional 6 and 12 month follow up points, withdrawal from data collection also covers these time points.

14 CRF OPEN OR REQUIRED & VALUES EXPECTED

14.1 DAY 8 TO 14 CRF

In the event where any of the following occurs before day 8 (i.e. on days 1 to 7):

e Participantis acute discharged (any of ‘acute discharged to’ options); or

o Participant was lost to follow up (patient voluntarily left hospital before end of treatment. This is

captured in acute discharge CRF and entered as discharged home, but cannot be differentiated from

those who were discharged home as per medical treatment); or

e Participant has died

or

e Participantis notyet atday 15 (when day 8 to 14 CRF usually opens)

e Participant withdrew (from all aspects of trial or from being contacted for follow-up) before day 15 (i.e

on days 1 to 14, before CRF usually opens)

The day 8 to 14 CRF is not required/ not yet expected. Where multiple of these events occur, the first eventis

used to consider whether day 8 to 14 CRF is expected.

Note:

Day 8 to 14 CRF usually opens on day 15. Where a participant is acute discharged or total discharged on

between days 8 to 14 (inclusive), day 8 to 14 CRF will open for completion.

Previous database logic allowed for day 8 to 14 CRF to be completed in some of the above events, however

blanket decision was made to apply above ruling to all participants. Additionally, it is possible for some CRFs
to be completed in non-sequential order, meaning some data may be presentin day 8 to 14 CRF where itis

not expected or required. Where data remains despite not being required, that data should be disregarded.

| Derived variable | Variables and raw data |

;‘:‘%3
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Derived Variable

Data export

name Derived Variable logic descriptor Variable Label/ title / CRF
platform_entry | Derived Derived
_date_utc Variable Variable
Where daydiff_platfor
e daydiff_platform_entry_adis_transfer_date is less than m yentr_padis ¢ Derived Derived
8 days (i.e day 1 to 7 CRF opens on event, but day 8 to ra;sferyt_jate — | Variable Variable
14 remains closed) Withdraw
or from all
wd_withdrawal -
. . . aspects of Withdrawal
e daydiff_platform_entry_dod is less than 8 days (i.e day all the SNAP
1to 7 CRF opens on event, but day 8 to 14 remains Trial
closed) Withdraw
or from being
o  daydiff_platform_entry_data_download is less than 15 wd_contactfoll :
crf_d8to14_required d CRF h d owups contacted Withdrawal
_ _req o ays ( as not yet opened) p for follow-
H P ” H up
° f‘\?(/d_xwthzlrawalall is “Yes” or wd_contactfollowups is daydiff_platfor
d ez‘f)fanl f d d fwithd lisl m_enrty_wd_d Derived Derived
aydiff_plat orrr.Lenrtny —dateofwithdrawal s less ateofwithdraw | Variable Variable
than 15 days (withdrew before CRF opens) al
daydiff_platfor Derived Derived
L . . m_entry_dod Variable Variable
code as 0, indicating day 1 to 8 CRF is not/ not yet required -
indicating day ! yetrequl daydiff_platfor
Otherwise code as 1, indicating day 1 to 8 CRF is expected m_en:r}(l_c(:s;:h Derived Derived
to have data entered arge_ u —data_ Variable Variable
collection_end
_date
Where a discharge destination is present, code as 1, l/:gere 'S
indicating an acute discharge CRF is expected, L -
. . adis_discharge | participant | Acute
crf_adis_required . .
. s . . dto being Discharge
Otherwise code as 0 indicating no acute discharge from is .
discharged
expected
to
Where is
the
Where adis_discharge | participant | Acute
e adis_dischargedto “Acute care” or “Non-acute care” or | dto being Discharge
“ H H HH i H ” d‘ h d
crf_tdis_required Residential care facility (eg. Nursing home) ischarge
and to
° adis_ns_wastransferredtononacutebed is “Yes”
L . . Was the
then code as 1, indicated total discharge CRF is expected, . ..
adis_ns_wastr participant Acute
. o . ansferredtono transferred .
otherwise code as 0 indicating indicated total discharge Discharge
. . nacutebed to anon-
CRF is not required
acute bed

Notes:

adis_dischargedto is used as a proxy on whether participant has an acute discharge CRF. Acute discharge is always open when
participant in study and data is only entered if the CRF needs to be completed. Acute discharge data collection date
(adis_datacollectiondate) is not used as proxy as is an automated field which enters a date upon click, thus can contain a date
where the CRF was simply clicked open by user but no acute discharge CRF was needed.

crf_tdis_required; CRF may not yet be complete where it is expected as CRF is completed after total discharge has occurred

14.2 DAY 6 TO 14 VALUE EXPECTED

In the case where a participant has been discharged (acute or total, if either occur) before day 6, including

where patient has died, or withdrew from data collection before day 6, then no day 6 to 14 value is entered for

ALT, GGT and Serum Creatinine. This should be considered in calculating cases.

Acute discharge date used is first date of acute discharge (not adis_dateoffinaldischargeacutecare, where

discharged to another hospital and further data available, as this date does not trigger whether day 8 to 14

CRF is opened).

;‘;;%.3
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The last of dates (total discharge, acute discharge), is used as a participant may be acute discharged before
day 5, and later total discharged after day 5, where the total discharge would collect ALT, GGT and Serum
Creatinine that would cover day 6 onwards.

Derived variable Variables and raw data
Derived Variable name Derived Variable logic descriptor Variable Label/ title Data export / CRF
Where tdis_dischargedate is available, Date of
use that, tdis_dischargedate dlscharge from Total Discharge
totalindex
. . Otherwise use adis_transfer_date, hospitalisation
adis_tdis_date
Otherwise leave missing, indicating no . Derived Dgr{ved Variable -
- adis_transfer_date . original value from
acute or total discharge date due to no Variable .
. . acute discharge
discharge occurring.
Derived Variable -
platform_entry_date_l | Derived original value from
L Variabl tici t
. Calculate n of days between platform oca anabte participants
daydiff_platform_entry entry (considered day 1) to enrolled
_adis_tdis_date . v . v Derived Variable —
adis_tdis_date . L
adis tdis date Derived original value from
- Variable acute or total
discharge

Where

daydiff_platform_entry_adis_tdis_date daydiff_platform_entr | Derived

Derived Variable

is equalto or less than 5, y_adis_tdis_date Variable
or wd_future_data_colle | Derived Derived Variable -
. . value based of
ction Variable th in Withd
d6to14 value expecte wd_future_data_collectionis 1 and ose In Withdraw
d - -&xp daydiff_platform_enrty_wd_dateofwithd
rawal is equalto or less than 5,

o 14 daydiff_platform_enrt Derived Derived Variable -
colde ?So indicating no day 6to y_wd_dateofwithdraw Variable original value from
value is expected, al Withdraw
Otherwise code as 1, indicating a day 6
to 14 value is expected

Notes:

adis_transfer_date derived variable is used, which does not consider the date where a patient was discharged to another hospital
under acute care. Only the “first’ acute date determines open/ close of CRFS.

Where a participant dies outside of CRFs opening for data to be entered, this is recorded in acute or total discharge forms,
therefore acute and total discharge dates cover this event.

Total discharge is used where available as the ‘final’ date, as data is collected until total discharge (where a total discharge is
required). Total discharge date should always be a later date than acute discharge date, data checks are run to ensure this is the
case.

Although a day 6 to 14 value can be expected, it is possible for highest and latest values recorded in acute discharge and total
discharge to not cover the day 6 to 14 window where acute and/or total discharge spans beyond the day 6 to 14 window, e.g acute
discharge may occur on day 2 (meaning day 8 to 14 CRF remains locked and no data will be entered) and total discharge occurs on
day 10, meaning total discharge spans from day 2 to day 10, where we expect to see last recorded values. However, the latest and
highest values asked on total discharge may happen to be on day 4 and therefore no value is present for day 6 to 14 window.

15 PITT BACTEREMIA SCORE

Derived variable Variables and raw data
Derived Variable name Derived Variable logic descriptor Variable Label title Dat/aceé(l[;:)ort
N , |
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pitt_temp_score_base

Where, bas_mostempis “36.1 - 38.9”,
codeas O,

Otherwise, where bas_mostemp is “35.1 -
36.00r 39.0-39.9”, code as 1,

Most abnormal

. bas_mostemp Baseline
line temperature
Otherwise, where bas_mostemp is “< 35
or=40”, code as 2,
Otherwise, leave as missing
Where bas_moslowsystolicbloodpressure
is <90 or bas_mosvasopressors is “Yes”,
then code as 2, bas_moslowsystolic | Lowest systolic .
Baseline
bloodpressure blood pressure
Otherwise where
pitt_hypotension_scor | bas_moslowsystolicbloodpressure >90
e_baseline and bas_mosvasopressors is “No”, doe as
0,
Use of vasopressors
bas_mosvasopresso | . . .
. - in the 48 hours prior Baseline
Otherwise, leave as missing rs
to platform entry
Where bas_mosmechanicalvent is “Yes”,
code as 2, .
Mechanical
itt_ventilation_score . . bas_mosmechanical | ventilation required .
PITL . - — | Otherwise where bas_mosmechanicalvent - . q . Baseline
baseline dn vent in the 48 hours prior
is “No”, code as 0,
to platform entry
Otherwise, leave as missing
Where bas_moscardiacarrest is “Yes”,
code as 4,
itt_cardiac_score_ba bas_moscardiacarre Cardiac arrestin the
P ~ - - Otherwise, where bas_moscardiacarrest is - 48 hours prior to Baseline
seline Nl st
No”, code as 0, platform entry
Otherwise, leave as missing
Where bas_mosmentalstatus is “1 - Alert”,
code as 0,
Otherwise, where bas_mosmentalstatus
is “2-Disorientated”, code as 1,
pitt_mental_score_ba Otherwise, where bas_mosmentalstatusis | bas_mosmentalstat .
Mental status Baseline

seline

“3 - Stuporous”, code as 2,

Otherwise, where bas_mosmentalstatus is
“4 - Comatose“, code as 4,

Otherwise, leave as missing

us

Notes:

bas_mosmentalstatus numeric values differ from validated item, pitt_mental_score_baseline uses correct item scoring

Derived variable

Variables and raw data

Derived Variable name

Derived Variable logic descriptor

Variable

Label title

Data export

'.d;.i%v;

SNAP

/ CRF
. . Sum values of pitt_temp_score_ba . . Derived
pitt_score_baseline pitt_temp_score_baseline and seline Derived Variable Variable
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pitt_hypotension_score_baseline and pitt_hypotension_sc | Derived Variable Derived
pitt_ventilation_score_baseline and ore_baseline Variable
pitt_cardiac_score_baseline and pitt_ventilation_scor | Derived Variable Derived
pitt_mental_score_baseline, e_baseline Variable

pitt_cardiac_score_ Derived Variable Derived
Where any value is missing, sum should be | baseline Variable
missing, indicating score cannot be pitt_mental_score_b | Derived Variable Derived
determined due to missingness aseline Variable

Notes:

16 VITAL STATUS & DATE OF DEATH (CORE ESTIMAND 1/ DOMAIN-

SPECIFIC ESTIMAND A1.1/ DOMAIN-SPECIFIC ESTIMAND B.1)

Where a participant dies before day 90, this is captured in the relevant CRF for time point the participantis up
to. This data is also entered in the day 90 CRF but may be entered at a later date. Therefore, for interim
reporting, enter date of death from CRF in which it was recorded.

Derived variable

Variables and raw data

Derived Variable

Otherwise leave as missing
indicating vital status from day 1 to
90 not yet determined

<Insert date of day 42>

name Derived Variable logic descriptor Variable Label title Data export / CRF
Vital status on
d90_vitalstatus Platform Day 90 Day 90
<Insert date D90>
Where any of the values indicate
“Dead” (note this will be “Died” in d1to7_vitalstatus Vital status at Day 7 Day1to7
adis_dischargedto), then code as
“Dead”, d14_vitalstatus Vital status at Day 14 Day8to 14
vitalstatus_d1to Otherwise where d90_vitalstatus is d28_vitalstatus Participant Status at Day 28
90 AT Al Day 28
Alive”, code as “Alive, Vitalstat T Davaz
d42_vitalstatus ital status at Day Day 42

adis_dischargedto

Where is the
participant being
discharged to

Acute Discharge

tdis_dischargevitalstat

Vital status at

Total Discharge

us discharge

Where vitalstatus_d1to90is “Dead”, d90_dod Date of death Day 90

Check across variables, for date of d1to7_dod Date of death Day1to7

death,

where more than one value is d14_dod Date of death Day8to 14

entered, check dates match and use

dod_local value (where values do not match d28_dod Date of death Day 28

leave as missing)

Otherwise leave date of death as d42_dod Date of death Day 42

missing, indicating no date of death

as patient is alive adis_dateofdeath Date of death Acute Discharge
tdis_dateofdeath Date of death Total Discharge

Calculate n of days from

platform_entry_date_Ll

Derived Variable

Derived Variable —
original value from

i ocal articipants
daydiff_platform platform_entry_date_local P P
_entry_dod . enrolled

(considered day 1) to date of death Derived Variable —
dod Derived Variable .
original from
Check acros§ variables, for date of d1to7_lastalive Last known date alive Day1to7
date_lastknowna | last known alive,
live_local where more than one value is . . Day8to 14
d14_lastalive Last known date alive
entered, use latest of dates,
N , |
6} SNAP Derived Variables Document
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Otherwise, leave date of last known
alive as missing

d28_lastalive

Last known date alive

Day 28

d42_lastalive

Last known date alive

Day 42

adis_datelastknownali
ve

Last known date alive

Acute Discharge

tdis_datelastknownali
ve

Last known date alive

Total Discharge

d90_lastalive

Last known date alive

Day 90

Notes:

Where date of death values do not match across variables, data query is raised with relevant region & site to correct data.
date_lastknownalive_local can be non-matching across CRFs and still be valid, as date entered of last known alive can be true at
one time point and at a later time point when more information is available can be a later date as participant may now be known to
have been alive at a later date (e.g. may have had a healthcare appointment between time points).

16.1 ALL CAUSE MORTALITY DAY 14 (CORE ESTIMAND 3)

Derived variable

Variables and raw data

Derived Variable
name

Derived Variable logic descriptor

Variable

Label/ title

Data export / CRF

Where daydiff_platform_entry_dod is
less than or equal to 14, then assign
1,

daydiff_platform_entry
_dod

Derived variable

Derived variable

Vital status on

**** reason why need to have all.... ***

d90_vitalstatus Platform Day 90 Day 90
Where daydiff_platform_entry_dod <Insert date D90>
greater than 14 assign 0,
d1to7_vitalstatus Vital status at Day 7 Day1to7
Where vitalstatus_d1to90 is Alive,
assign 0, d14_vitalstatus Vital status at Day 14 Day8to 14
i 1to14_esti . L . . ici
?r:z?]ad ola_est d14_vitalstatus is Alive assign O, d28_vitalstatus Eartlzcgpant Status at Day 28
d14_vitalstatus is Dead assign 1, V'ayl Dav 42
d42_vitalstatus <|Ita stac:us atf day 42> Day 42
d1to7_vitalstatus is Dead assign 1, nsert date of day
d28_vitalstatus is Alive, assign 0,

. o . daydiff_platform_entry . . . .
d42_vitalstatus is Alive, assign 0, _last_known_alive Derived variable Derived variable
daydiff_platform_entry_last_known_
alive greater than 14, assign 0

Notes:

16.2 ALL CAUSE MORTALITY DAY 28 (CORE ESTIMAND 4)

Derived variable

Variables and raw data

Derived Variable
name

Derived Variable logic descriptor

Variable

Label/ title

Data export / CRF

died_d1to28_esti
mand

daydiff_platform_entry
_dod

Derived variable

Derived variable

;‘;;%.3
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Where daydiff_platform_entry_dod is
less than or equal to 28, then assign
1,

Where daydiff_platform_entry_dod
greater than 28 assign 0,

Where vitalstatus_d1to90 is Alive,
assign 0,

d28_vitalstatus is Alive assign O,
d28_vitalstatus is Dead assign 1,
d1to7_vitalstatus is Dead assign 1,
d42_vitalstatus is Alive, assign O,

daydiff_platform_entry_last_known_
alive greater than 28, assign 0

d90_vitalstatus

Vital status on
Platform Day 90
<Insert date D90>

d1to7_vitalstatus

Vital status at Day 7

Day1to7

d14_vitalstatus

Vital status at Day 14

Day8to 14

d28_vitalstatus

Participant Status at
Day 28

d42_vitalstatus

Vital status at Day 42
<Insert date of day 42>

daydiff_platform_entry
_last_known_alive

Derived variable

Derived variable

Notes:

16.3 ALL CAUSE MORTALITY DAY 42 (CORE ESTIMAND 5)

Derived variable

Variables and raw data

Derived Variable
name

Derived Variable logic descriptor

Variable

Label/ title

Data export / CRF

died_d1to42_esti

Where daydiff_platform_entry_dod is
less than or equal to 42, then assign
1,

Where daydiff_platform_entry_dod
greater than 42 assign 0,

Where vitalstatus_d1to90 is Alive,
assign 0,

d42_vitalstatus is Alive, assign 0,

daydiff_platform_entry
_dod

Derived variable

Derived variable

d90_vitalstatus

Vital status on
Platform Day 90
<Insert date D90>

d1to7_vitalstatus

Vital status at Day 7

Day1to7

d14_vitalstatus

Vital status at Day 14

Day8to 14

d28_vitalstatus

Participant Status at
Day 28

mand
d42_vitalstatus is Dead, assign 1, d42 vitalstatus Vital status at Day 42
- <Insert date of day 42>
d1to7_vitalstatus is Dead assign 1,
d14_vitalstatus is Dead assign 1,
. . . daydlff?platforn'Lentry Derived variable Derived variable
d28_vitalstatus is Dead assign 1, _last_known_alive
daydiff_platform_entry_last_known_
alive greater than 42, assign 0
Notes:

16.4 TIME TO ALL-CAUSE MORTALITY CENSORED AT 90 DAYS (CORE ESTIMAND

6)

Derived variable

Variables and raw data
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Derived Variable

name Derived Variable logic descriptor Variable Label/ title Data export / CRF

As above for vitalstatus_d1t090, but
assigned O for alive (not died) and 1
for died

died_d1to90_esti
mand_tte

Where
daydiff_platform_entry_last_known_
alive <90 days, make time
daydiff_platform_entry_last_known_
alive plus 1 day, daydiff_platform_entry
_last_known_alive

died_d1to90_esti
mand_tte_last_k

nown_alive
- Where

daydiff_platform_entry_last_known_
alive greater than or equal to 90 days,
make time 90 days

died_d1to90_esti
mand_tte
died_d1to90_esti
mand

Notes:
daydiff_platform_entry_last_known_alive >= 90 days -> allowable value + cleaning procedures

17 TOTAL INDEX HOSPITALISATION (CORE ESTIMAND 7 & CORE

ESTIMAND 9)

Total hospital index refers to consecutive time spent in hospital care from platform entry.

In the event where:

e Participantis discharged home (either at acute discharge or total discharge); or

e Participantis total discharged (no longer in an acute or non-acute care setting) during the study
period; or

e Participant patient voluntarily left hospital before end of treatment. (This is captured in acute
discharge CRF and entered as discharged home, but cannot be differentiated from those who were
discharged home as per medical treatment); or

e Participant has died before day 90 (the study end day)

The participant is considered no longer in total hospital index. Where more than one of these events occur,
the first event ends total hospital index.

Where none of the above occur during the study period, the patient is considered in hospital index for the
entirety of the 90 days (study duration). Any re-admission after participant has left hospital in the above
events, does not ‘re-start’ hospital index for study purposes.

‘.;\’i; SNAP Derived Variables Document
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End of hospital index informs time windows of interest for study outcomes and when some measures are

captured until. E.g. in general, the time period of interest for study outcomes is platform entry until day 90 or

until end of hospital index, whichever occurs first.

Note: It is possible for acute or total discharge CRFs to be filled out retrospectively, meaning full follow up
data may be collected beyond when a participant had been discharged (in any one of the above events) that

would not have been collected otherwise. When this occurs, only the expected data should be used. Data

cleaning checks are run to eliminate these cases.

Derived variable

Variables and raw data

Derived Variable name Derived Variable logic descriptor Variable Label/ title Data export / CRF
Where participant went Home from first o
acute bed (adis_dischargedto), assign value adis_dischar
1 (total hospital index ended during study 90 | 8edt0
days), adis_ns_wast
f dt
Where participant went to Residential care ;i)nnsaerthgd
facility (adis_dischargedto) and was not —
transferred to non-acute bed tdis_discharg
(adis_ns_wastransferredtononacutebed), eduring90day
assign 1, S
Where participant was total discharged tdi.s_tjischarg
during 90 days (tdis_dischargeduring90days) evitalstatus
and reported alive, assign value 1, discharged_s
ubsequentac
Where participant discharged from uteprcg)vider
end total hospital in subsequent acute care provider assign 1
—lotat_hosprtat_ (discharged_subsequentacuteprovider), end_acute_h
dex_alive ospital_index
Where reported not discharged during 90 _alive
days after acute discharge discharged_s
(tdis_dischargeduring90days), assign value ubsequentac
0, uteprovider
Where acute hospitalindex did not end
during study 90 days, assign value 0,
If died during total hospital index . .
(died_during_acute_hospital_index, dled_durlng._
tdis_dischargevitalstatus) , assign value 2 acgte_hospn
(represents died during total hospital index) alindex
Cleaning steps
tdis_discharg
edate
adis_dateofdi
schargeacut
end_total_hospital_in ebed
dex_alive_date adis_ns_wast
ransferredto
nonacutebed
adis_dateoffi
naldischarge
acutecare
daydiff_platform_entry
_end_total_hospital_in
dex_alive
N , |
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end_total_hospital_in
dex_alive_date_proxy

end_total_hospital_in
dex_alive_estimand

end_total_hospital_in
dex_alive_estimand_tt
e

Derived variable

Variables and raw data

Derived Variable name

Derived Variable logic descriptor

Variable

Label/ title

Data export / CRF

end_hospital_index

Where adis_dischargedto is “Home”

or

adis_dischargedto is "Residential care
facility (eg. Nursing home)" &
adis_ns_wastransferredtononacutebed is
"No" (went ‘home’ to residential care facility)

or

vitalstatus_d1to90 is “Dead”

adis_dischar
gedto

Where is the
participant being
discharged to

Acute Discharge

vitalstatus_d
1t090

Derived variable

Derived variable
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or

tdis_dischargeduring90days is "Yes - Enter
data" (total discharge occurred in day 1 to 90

end_hospital_index_e

vent

study window) Did total
tdis_discharg | discharge occur

then code as 1, indicating hospitalindex has | eduringd90day | inthe 90 days of Total Discharge

ceased during the study window (day 1 to S study enrolment

90), to day 90

otherwise, code as 0 indicating participant

has not ceased hospital index

Where L Where is the

o . adis_dischar . . .

e adis_dischargedto is"Home" participant being | Acute Discharge

gedto .
or discharged to

e adis_dischargedto is "Residential care
facility (eg. Nursing home)" &
adis_ns_wastransferredtononacutebed
is "No"
or

e tdis_dischargeduring90days is "Yes -
Enter data" & tdis_dischargevitalstatus
is "Alive",

make value “Home (including to residential

care facility)”,

otherwise where vitalstatus_d1to90 is
"Dead", make value “Died”

. Was the
adis_ns_wast articipant
ransferredto P P Acute Discharge
transferred to a
nonacutebed
non-acute bed
Did total
tdis_discharg | discharge occur
eduring90day | inthe 90 days of Total Discharge
s study enrolment
to day 90
tdl's_dlscharg V'|tal status at Total Discharge
evitalstatus discharge

vitalstatus_d
1t090

Derived variable

Derived variable

adis_home_date

Where, adis_dischargedto is "Home" use
value in adis_dateofdischargeacutebed,

Otherwise leave as missing

adis_dischar
gedto

Where is the
participant being
discharged to

Acute Discharge

adis_dateofdi
schargeacut
ebed

Date of
discharge from
acute care bed

Acute Discharge

adis_residental_care_

date

Where adis_dischargedto is "Residential
care facility (eg. Nursing home)", use value
in adis_dateofdischargeacutebed,

Otherwise leave as missing

adis_dischar
gedto

Where is the
participant being
discharged to

Acute Discharge

adis_dateofdi
schargeacut
ebed

Date of
discharge from
acute care bed

Acute Discharge

tdis_home_date

Where tdis_dischargeduring90days is "Yes -
Enter data" & tdis_dischargevitalstatus is
"Alive" , use value tdis_dischargedate,

Otherwise leave as missing

tdis_discharg
eduring90day
s

Did total
discharge occur
in the 90 days of
study enrolment
to day 90

Total Discharge

tdis_discharg

Vital status at

Total Discharge

evitalstatus discharge
Date of
tdis_discharg | discharge from .
edate totalindex Total Discharge

hospitalisation

end_hospital_index_d

ate

Of adis_home_date,
adis_residental_care_date, tdis_home_date,
dod_local,

Where adis_home_date is the minimins, use
value adis_home_date,

Otherwise, where adis_residental_care_date
is the minimum, use value
adis_residental_care_date,

adis_home_d
ate

Derived variable

Derived variable

adis_resident
al_care_date

Derived variable

Derived variable

tdis_home_d
ate

Derived variable

Derived variable
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Otherwise, where tdis_home_date is the
minimum, use value tdis_home_date,

Otherwise where dod_local is the minimum, dod_local Derived variable Derived variable

use value, dod_local,

Otherwise leave missing

daydiff_platform_entry
_end_hospital_index

Calculate n days between

1) and end_hospital_index_date

platform_entry_date_local (considered day

platform_ent
ry_date_local

Derived variable Derived variable

end_hospital
_index_date

Derived variable Derived variable

Notes:

window.

Where participant has reached day 90 and end_hospital_index is 0, this indicates participant was in hospital index for entire study

Where participant has not yet reached day 90 and end_hospital_index is 0, this indicates participant is currently stillin hospital
index, but status may change up until patient reached day 90.

Total discharge CRF does not collect whether a participant was discharged home or to residential care facility, hence home or
residential care facility are grouped as one category in end_hospital_index_event

18 ACUTE INDEX HOSPITALISATION (CORE ESTIMAND 8)

Acute index hospitalisation refers to consecutive time spent in acute hospital care from platform entry.

All participants start their study journey in acute care, hence the count for acute index hospitalisation starts
on platform day 1 for all participants.

In the event where a participantis transferred from enrolling hospital acute care bed to non-acute care (non-
acute bed as per study definition) or discharged from the enrolling hospital acute care bed directly to any of
the above events ending index hospitalisation, the participantis no longer in acute care.

Derived variable

Variables and raw data

Derived
Variable name

Derived Variable logic descriptor

Variable

Label/ title Data export / CRF

end_acute_hos
pital_index

Where
e adis_dischargedto is empty
or

. adis_dischargedto is "Acute care" &
adis_ns_wastransferredtononacutebe
dis "No", code as 0,

Otherwise, where

e adis_dischargedtois "Acute care" &
adis_ns_wastransferredtononacutebe
dis"Yes"
or

e adis_dischargedto is “Home”
or

e adis_dischargedto is “Died”
or

e adis_dischargedtois “Non-acute
care”
or

e adis_dischargedto is “Residential
care facility (eg. Nursing home)”, code
as1

adis_dischargedto

Acute discharge Acute discharge

adis_ns_wastransferre

dtononacutebed

Was the
participant
transferred to a
non-acute bed

Acute discharge

end_acute_hos
pital_index_ev
ent

Where adis_dischargedto is "Acute care" &
adis_ns_wastransferredtononacutebed
is"Yes", make value “Non-acute care”,

adis_dischargedto

Where is the
participant being
discharged to

Acute discharge

;‘:‘%3
SNAP

SNAP Derived Variables Document

Version 2.0 dated 14 January 2026 Page 22 of 70



Otherwise use value from
adis_dischargedto

adis_ns_wastransferre
dtononacutebed

Was the
participant
transferredto a
non-acute bed

Acute discharge

end_acute_hos
pital_index_dat
e

Where

e adis_dischargedto is "Acute care" &
adis_ns_wastransferredtononacutebe
dis "Yes", usevaluein
adis_dateoffinaldischargeacutecare,

Otherwise where

e adis_dischargedtois “Home”
or

e adis_dischargedtois "Non-acute
care"
or

e adis_dischargedto is "Residential care
facility (eg. Nursing home)",

use valuein

adis_dateofdischargeacutebed,

otherwise, where
e adis_dischargedtois "Died", use value
in adis_dateofdeath

adis_dischargedto

Where is the
participant being
discharged to

Acute discharge

adis_ns_wastransferre
dtononacutebed

Was the
participant
transferred to a
non-acute bed

Acute discharge

adis_dateoffinaldisch
argeacutecare

Date of final
discharge from
Acute Care

Acute discharge

adis_dateofdischarge
acutebed

Date of discharge
from acute care
bed

Acute discharge

adis_dateofdeath

Date of death

Acute discharge

daydiff_platfor
m_entry_end_a
cute_hospital_i
ndex

Calculate n days between
platform_entry_date_local (considered day
1) and end_acute_hospital_index_date

platform_entry_date_l
ocal

Derived variable

Derived variable

end_acute_hospital_in
dex_date

Derived variable

Derived variable

Notes:

crf_adis_required derived variable below

SNAP

end_acute_hospital_index is a dynamic variable, where a participant is within the 90 day study period a 0 indicates have not or have
notyet ended acute index hospitalisation, where a participant has reached platform day 90 and a O indicates the participant was in
acute care for the entirety of the 90 days

scenario adis_dischargedto is "Acute care" & adis_ns_wastransferredtononacutebed is"Yes", indicates participant left the enrolling
hospital to another acute care facility, and was later transferred to a non-acute bed

daydiff_platform_entry_end_acute_hospital_index indicates number of days in acute care, for participants who did not die during
their acute care. It is possible a participant has been recorded as leaving acute care and have a missing date of when acute hospital
index ended, and therefore calculating number of days is not possible.

19 MICROBIOLOGICAL TREATMENT FAILURE (CORE ESTIMAND 10)

Microbiological Treatment Failure is defined as a positive sterile site culture with the same silo as the index
isolate (PSSA/MSSA/MRSA) between platform day 15 and 90 (inclusive).

Positive sterile site culture is collected in various CRFS and fields, dependant on the participants journey, i.e.
whether acute discharged. Where a patient has an acute discharge, the question time window asked is based
on date of acute discharge. Due to oversights in database design, some ‘time window’ errors exists, whereby
if a participantis discharged prior to day 15 (i.e. before time window) and response to question on whether a
positive sterile site culture between acute discharge date (e.g. day 3) and day 90 is ‘Yes’ and associated date
is also prior to day 15 (i.e. before time window), itis not possible to determine what happened within time
window to identify whether the endpoint was reach or not. For participants who fell under this scenario,
additional data was collected under existing data fields that ask specific to the time window of interest.
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adis_crf_data date/ daydiff_platform_entry_adis_crf_data,

- Incoding (was not yet published), added “_d90” to follow convention, indicates what time point var

relates too

- Add paeds, measured in separate variable and measured differently, but outcome/ meaning is the

same

- Moved vital status to top (age does not matter) and so that write first before any others

snap <- snap %% mutate(fbis_baseline

o Checked previous and does not make diff

= case_when(bas_heleveloffunctionfbis == "0 -

Unknown"

fbis_baseline = case _when(fbis_baseline == "0 - Unknown" -~ NA,
TRUE - as.integer (substr(bas_heleveloffunctionfbis, 1, 1)) ),

is.na(bas_heleveloffunctionfbis)

fhis_d90 = case_when(d90_he_fbisparticipantsleveloffunction == "0 - unknown" -~ wa,
TRUE - as.integer (substr(d%0_he_fbisparticipantsleveloffunction, 1, 1))),
fhis_return_d20_previous = case_when(fbis_d90 »= fbis_baseline - 1,
fbis_d90 < fbis_baseline vitalstatus_dlto90 == "Dead” ~ 0},

fbis_return_d3d = case_when{vitalstatus_ditod0 == "pDead” ~ 0,

age >= 18 & This_d90 >= fbis_baseline ~ 1,

age >= 18 & fhis_d90 « fbis_baseline ~ 0,

age <18 & d90_he_fbischildstatus == "ves" ~ 1,

age <18 & d90_he_fbischildstatus == "No" ~ 0))

~ d920_he_fbhisleveloffunction),

Derived variable Variables and raw data
e Data export
Variable Derived Variable logic descriptor Variable Label title / CRF P
name
daydlff_platform_eth _ . Derived
ry_end_acute_hospit | Derived Variable .
. Variable
al_index
Was there a positive
sterile site culture any
adis_sterilesitecultu tlmg after platform Day14 Acute
re until acute hospital Discharge
discharge with the same g
silo as the index isolate
(PSSA/MSSA/MRSA)
adis_sterilesitecultu | Date the first sterile Acute
redate culture was positive Discharge
Was there a positive
sterile site culture any
time after platform Day 14
d90_d14todg0_steril | Insertdateof day14>up
. . until platform Day 90 Day 90
micro_treatm | Where esiteculture .
- . . . <insert date of day 90>,
ent_failure_d | daydiff_platform_entry_end_acute_hospital_in . .
- with the same silo as the
15t090 dexis less than . .
index isolate
(PSSA/MSSA/MRSA)
490_d14tod90_steril Date that first sterile site
; culture post Day 14 was Day 90
esiteculturedate
collected
Was there a positive
sterile site culture any
time after acute hospital
d90_adistod90_steril discharge <|n.sert date of
esiteculture ADIS> up until platform Day 90
Day 90 <insert date of day
90> with the same silo as
the index isolate
(PSSA/MSSA/MRSA)
490_ adistod90_ steril Date the first sterile
. culture post Acute Day 90
esiteculturedate .
Discharge was collected
Notes:
X , ,
6} SNAP Derived Variables Document
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20 DIAGNOSIS OF NEW FOCUS/FOCI OF INFECTION (CORE ESTIMAND

11)

Diagnosis of new focus/ foci of infection (foi/foci) is defined as a new foi/foci between platform day 15 to day
90 (inclusive).

New focus/ foci of infection is collected in various CRFS and fields, dependant on the participants journey, i.e.
whether an acute discharge CRf if filled out. Where a patient has an acute discharge, the question time
window asked is based on date of acute discharge (on day 90 crf d90_foi_adistod90newinfection).

Due to oversights in database design some errors exists. This includes: where a participant has an acute
discharge prior to day 15 (i.e. before time window) and response to question on whether a new foi/foci
between acute discharge date (e.g. day 3) and day 90 is either ‘Yes’, it is not possible to determine whether
this occurred before or within the time window (there is no associated date variable). Inthe same scenario
where the response is ‘No’ we can safely assume this also applies to the time window (i.e. no foi/foci for the
entirety of window e.g. d3 to d90, which also covers time window of interest, d15 to d90). Where a participant
has an acute discharge to another acute care facility and clinical data is available, the database incorrectly
displays the first date. Sites are advised to enter data with the correct date. Where database oversight exists,
all efforts have been made to collect data correct to time window of interest to reduce unnecessary missing.
Derivation is used with the correct ‘crf data’ date.
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Derived variable Variables and raw data
Derived Data export /
Variable Derived Variable logic descriptor Variable Label title CRE
name
Were there any new
Where d90_foi_d15tod90newinfection is Yes, focus/foci of infection
then assign 1, adis_foi_pd15newi | diagnosed between
nfection platform Day 15
Where d90_foi_d15tod90newinfection is No, <insert date of day 15>
assign 0, and acute discharge
Were there any NEW
Where focus/foci of infection
daydiff_platform_entry_adis_crf_data_date is diagnosed between
less than 15 days and d90_foi_adistod90 | acute discharge
adis_foi_pd15newinfection is No assign 0 newinfection <insert date of acute
(question displayed will be e.g. d3 to d90), discharge> and
platform Day 90
Where, <insert date of day 90>
daydiff_platform_entry_adis_crf_data_date is Were there any NEW
greater than or equal to 15 and focus/foci of infection
(adis_foi_pd15newinfection or . diagnosed between
d90_foi_adistod90newinfection) are Yes, assin d90_fo.|_d1 5t,°d90 p[atgform Day 15
newinfection .
1, <insert date of day 15>
and platform Day 90
Where <insert date of day 90>
new_foi_d15t | daydiff_platform_entry_adis_crf_data_date &
0d90 daydiff_platform_entry_adis_transfer_date are daydiff_platform_e
exactly d15 and d90_foi_d15tod90newinfection ntry_adis_crf_data
is missing, use value _date
d90_foi_adistod90newinfection Yes to assign 1,
No to assign 0,
Where
daydiff_platform_entry_adis_crf_data_date
greater than or equal to 15, and
adis_foi_pd15newinfection ir No and
d90_foi_adistod90newinfection is No (15 to
adis, adis to d90), then assign 0, .
daydiff_platform_e
Where ntry_dod
daydiff_platform_entry_adis_crf_data_date
greater than or equal to 15 and
daydiff_platform_entry_adis_crf_data_date is
equal to daydiff_platform_entry_dod, use
adis_foi_pd15newinfection Yes to assign 1, No
assign 0 (IE5)
Notes:
Data should be cleaned to ensure no impossible values (e.g. died before day 15)
No associated date variables
FOI CRF contain details of the foi/foci. All are asked details on the initial foi/foci. If a response of ‘Yes’ to the above, then it asks
subsequent foi/foci details.

;‘;'%.3
SNAP

SNAP Derived Variables Document
Version 2.0 dated 14 January 2026

Page 26 of 70



21 C. DIFFICILE (CORE ESTIMAND 12)

(C. Difficileis collected in Day 90 CRF as well as Serious Adverse Reaction (SAR) log (currently outside of the database at
time of document publication, which will be built into the database). For C. Difficile diarrhoea collected via the database
only, please use d90_cdifficilediarrhoeaany. For a composite variable, please use the below specifications.

Variables needed, not elsewhere specified

Variable Label/ title Data export / CRF
medra_term_Llt MedDRA term (LLT) SNAP_SARLog [date]
medra_code_llt MedDRA code (LLT) SNAP_SARLog_[date]
d90_cdifficilediarrhoeaany Did the participant have C. difficile diarrhoea determined Day 90

by a clinical laboratory in the 90 days following platform

entry
Notes:
LLT = Lowest Level Terms
PT = Preferred Term

Criteria Descriptor

medra_term_lLlt is “C.difficile diarrhea”
or “C.difficile colitis”

medra_code_llt is “10006833” or
“10006835”
d90_cdifficilediarrhoeaany is “Yes”

Considered a case, coded as
1, when any of the criteria
boxes are met

Is a case when any source
determines is a case

d90_cdifficilediarrhoeaany is “No” . .
AKlis confirmed not a case when

cdiff_d1to90_com

Considered not a case, coded
as 0, when all the criteria for
case are not met and both

(medra_term_Lllt is not “C.difficile
diarrhea“ or “C.difficile colitis”) ;
or

Determined not a case in CRF
and no entry in SAR log (either no
entry at all or all entries for

pisite non-case criteria boxes are ° medra_code_Lltis not “10006833” participant are not c.diff terms)
met for or 10006835”
or
e noentryin SAR Log
Considered missing, value
left blank, when values are e oy L Unable to be calculated due to
. d90_cdifficilediarrhoeaany is missing .
missing and do not allow for missingness
calculation
Notes:

medra_term & medra_code should always match, however both applied in case of typo
medra_term can contain upper and lower case
C. difficile Diarrhoea is only collected in SAR log and in day 90 CRF

22 RETURN TO USUAL LEVEL OF FUNCTION ON THE MODIFIED
FUNCTIONAL BLOODSTREAM INFECTION SCORE (FBIS) (CORE

ESTIMAND 14)

Return to usual level of function on the modified functional bloodstream infection score (FBIS) between

baseline (platform entry) and 90 days after platform entry

- Adults and paeds, measured differently

;ﬁz
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Derived variable

Variables and raw data

Else assign the associated
number score (e.g. ‘1 -
Hospitalised (or equivalent,
such as hospice’is 1)

tion

Varzirlgli:me Derlvztl\slsrr;;:)olf logic Variable Label/ title Data export / CRF
Where baseline collected fbis
score is missing or reported bas_heleveloffunctionfbis Jsuallevel of Baseline
as ‘unknown’, use function
retrospective value collected
in day 90 CRF,
Where baseline remains )
reported as ‘unknown’, Which catggory
fbis_baseline assign it as missing (this step besF d‘escrlbes the
is to ensure calculations are participant's level
applied appropriately), d90_he_fbisleveloffunction of function at Day 90
baseline, based on
Else assign the associated their beSF
number score (e.g. ‘1 - recollections
Hospitalised (or equivalent,
such as hospice’is 1)
Where d90 score is reported
as ‘unknown’, assign it as
missing (this step is to ensure
calculations are applied Which category
appropriately), . - best describes the
fbis_d90 d90_he_fbisparticipantsleveloffunc participant's level Day 90

of function on Day
90

fbis_return_d90

Where vital status at day 90 is
dead assign O,

Where participant has
withdrawn form data
collection within study 90
days, assign missing,

Where participantis adult (18
years or older) and day 90
score is greater than or equal
to baseline score, assign 1,

Where participantis adult (18
years or older) and day 90
score is less than baseline
score assign 0,

Where participant is
paediatric (less than 18
years) and reported ‘Yes’ to
return to usually level of
activity, assign 1,

Where participant is
paediatric (less than 18
years) and reported ‘No’ to
return to usually level of
activity, assign 0

vitalstatus_d1to90

Derived variable

Derived variable

daydiff_platform_entry_wd_data_c

ollection_end_date

Derived variable

Derived variable

age

Derived variable

Derived variable

fbis_d90

Derived variable

Derived variable

fbis_baseline

Derived variable

Derived variable

d90_he_fbischildstatus

Has your child
returned to their
usual level of
activity

Day 90

Notes:

- Possible to wd after d90
- Adult + paed measured diff, outcome is same
- This way streamlines door2 deriving

ol
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23 NUMBER OF ANTIBIOTIC DAYS (CORE ESTIMAND 17)

Clinician estimated number of antibiotic days (IV and/or oral/enteral) in the 90 days following platform entry.

Derived variable Variables and raw data
Derlvi:r:/qirlable Derived Variable logic descriptor Variable Label/ title Data export / CRF

Where n days known alive
(died_d1to90_estimand_tte) is less died_d1to90_estiman
than n days reported on antibiotics d_tte

(i.e n days on antibiotics is more than
n days known alive), than assign n

Derived variable Derived variable

n_days_antibioti

cs_d1to90 days known alive
4 ’ d90_daysonabs_totald | Totaldays on Day 90
Else assign value in total days on ays antibiotics
antibiotics
Notes:

- died_d1t090_estimand_tte is used purposely cos if IE handling

24 DAYS ALIVE FREE OF ANTIBIOTICS (CORE ESTIMAND 18)

Derived variable Variables and raw data

Derlvizr\rl]aerlable Derived Variable logic descriptor Variable Label/ title Data export / CRF
;jui?gdﬂoQO_estlman Derived variable Derived variable

n_days_alive_fre . . -

L Calculate n days known alive minus n
e_antibiotics L
days on antibiotics
~d1to90 n_days_antibiotics_d1
-days_ - Derived variable Derived variable

to90

Notes:

- died_d1t090_estimand_tte is used purposely cos if IE handling

25 ACUTE KIDNEY INJURY (DOMAIN-SPECIFIC ESTIMAND A1.2 &

DOMAIN-SPECIFIC ESTIMAND B.6)

Acute Kidney Injury (AKI) uses values of creatinine for derivation. A value of 0 is not allowable and should be
removed prior to derivation.

25.1 BASELINE (DAY 1) CREATINE

. . Variables and notes from Variables and
Derived variable
raw data
Derived Data export /
Variable Derived Variable logic descriptor Variable Label title CRIF:)
name
Where . .. | Highestserum
. d1to7_labresultspd1highserumcr dto7_labresultspdThighserumcreatini creatinine day 1 Day1to7
baseline_cr . . . ne_as_umoll
eatinine eatinine_as_umollis available, pmol/L
use that, latform entrv date local Derived variable: Derived
P - Y- - platform entry date | variable:
X , ,
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Otherwise if
d1to7_labresultspd1highserumcr
eatinine_as_umollis missing and
value available in
adis_pssaormssa_highestserumc
reatinine_as_umoll

/
adis_mrsa_highestserumcreatini
ne_as_umoll, collected on study
day 1 use that,

Otherwise if
adis_pssaormssa_highestserumc
reatinine_as_umoll

/
adis_mrsa_highestserumcreatini
ne_as_umoll missing and value
available in
tdis_pssaormssa_highestserumc
reatinine_as_umoll/
tdis_mrsa_latestserumcreatinine
_as_umoll available on day 1, use
that,

Otherwise if
tdis_pssaormssa_highestserumc
reatinine_as_umoll/
tdis_mrsa_latestserumcreatinine
_as_umollis missing, and value
available in
tdis_pssaormssa_latestserumcre
atinine_date /
dis_mrsa_latestserumcreatinine_
as_umollon day 1, use that

Otherwise leave baseline as
missing

originalvalue
from
Participants
enrolled export

adis_pssaormssa_highestserumcreati

. Highest serum Acute
nine_as_umoll L .
creatinine pmol/L Discharge
adis_pssaormssa_highestserumcreati Highest serum Acute
nine_date creatinine date Discharge
adis_mrsa_highestserumcreatinine_as | Highest serum Acute
_umoll creatinine pmol/L Discharge
adis_mrsa_highestserumcreatinine_da | Highest serum Acute
te creatinine date Discharge
tdis_pssaormssa_highestserumcreatin | Highest serum Total
ine_as_umoll creatinine pmol/L Discharge
tdis_pssaormssa_highestserumcreatin | Highest serum Total
ine_date creatinine date Discharge
tdis_pssaormssa_latestserumcreatinin | Mostrecentserum | Total
e_as_umoll creatinine pmol/L Discharge
Date of most
tdis_pssaormssa_latestserumcreatinin | recent result prior Total
e_date to total hospital Discharge
discharge
tdis_mrsa_highestserumcreatinine_as Highest serum Total
_umoll creatinine pmol/L Discharge
tdis_mrsa_highestserumcreatinine_dat | Date of highest Total
e recorded result Discharge
tdis_mrsa_latestserumcreatinine_as_u | Mostrecentserum | Total
moll creatinine pmol/L Discharge
Date of most
. _ recent result prior Total
tdis_mrsa_latestserumcreatinine_date . .
to total hospital Discharge
discharge

Notes:

Only highest serum creatinine is collected at acute discharge and not latest
Participant will only have a value in either adis_pssaormssa_highestserumcreatinine_as_umoll or
adis_mrsa_highestserumcreatinine_as_umoll, depending on silo
Participant will only have a value in either tdis_pssaormssa_highestserumcreatinine_as_umoll or
tdis_mrsa_latestserumcreatinine_as_umoll, depending on silo

25.2 CREATININE DAY 1 TO 5 FROM ACUTE AND TOTAL DISCHARGE

Derived variables to capture creatinine values from acute or total discharge with day 1to 5

SNAP

Acute Discharge
Derived variable Variables and raw data
DL Data export/
Variable Derived Variable logic descriptor Variable Label title CRE
name
If n of study days between Highest adis_pssaormssa_highestserumcre | Highest serum Acute
serum creatinine date and platform atinine_as_umoll creatinine Discharge
entry is less than or equalto 5 days, pmol/L
adis_highest | then use Highest serum creatinine adis_pssaormssa_highestserumcre | Highest serum Acute
_creatinine_d | value, otherwise leave missing atinine_date creatinine date Discharge
1to5 Derived
platform_entry_date_local Derived variable va.rlgble:
originalvalue
from
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Participants
enrolled export

If n of study days between Highest
serum creatinine date and platform
entry date is less than orequalto 5
days, then use Highest serum
creatinine value, otherwise leave
missing

Highest serum

adis_mrsa_highestserumcreatinine . Acute
creatinine .
_as_umoll Discharge
pmol/L
adis_mrsa_highestserumcreatinine | Highest serum Acute
_date creatinine date Discharge
Derived
variable:

platform_entry_date_local

Derived variable

originalvalue
from
Participants
enrolled export

Note that patients will only have a value in either (or none) based on silo (PSSA/MSSA/MRSA)

Total Discharge

Derived variable

Variables and raw data

Derived Data export/
Variable Derived Variable logic descriptor Variable Label/ title CRE P
name
If n of study days between Highest . . Highest serum
y . .y g tdis_pssaormssa_highestserumcre g L Total
serum creatinine date and platform . creatinine .
. atinine_as_umoll Discharge
entry date is less than orequalto 5 pmol/L
days, then use Highest serum tdis_pssaormssa_highestserumcre | Highestserum Total
creatinine value, otherwise leave atinine_date creatinine date Discharge
missing Derived
variable -
. . iginal val
platform_entry_date_local Derived variable originatvalue
from
Partici t
tdis_highest_ articipants
creatinine d enrolled export
- If n of study days between Highest . . - Highest serum
1to5 . tdis_mrsa_highestserumcreatinine L Total
serum creatinine date and platform as umoll creatinine Discharge
entry date is less than orequalto 5 - pmol/L g
days, then use Highest serum tdis_mrsa_highestserumcreatinine Date of highest Total
creatinine value, otherwise leave _date recorded result Discharge
missing Derived
variable -
. . iginalval
platform_entry_date_local Derived variable originatvaiue
from
Participants
enrolled export

Note: patients will only have a value in one (or none) based on silo (PSSA/MSSA/MRSA)

Derived variable

Variables and raw data

Derived
Variable
name

Derived Variable logic descriptor

Variable

Label/ title

Data export/
CRF

tdis_latest_cr
eatinine_d1t
o5

If n of study days between most recent

serum creatinine date and platform
entry date is less than or equalto 5
days, then use Highest serum
creatinine value, otherwise leave
missing

Most recent

tdis_pssaormssa_latestserumcreat | serum Total
inine_as_umoll creatinine Discharge
pmol/L
Date of most
. recent result
tdis_pssaormssa_latestserumcreat . Total
L prior to total .
inine_date . Discharge
hospital
discharge
Derived
variable:

platform_entry_date_local

Derived variable

originalvalue
from
Participants
enrolled export

If n of study days between most recent

tdis_mrsa_latestserumcreatinine_a

Most recent

Total

serum creatinine date and platform s_umoll serum Discharge
'.:‘%» , .
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entry is less than or equalto 5 days,
then use Highest serum creatinine
value, otherwise leave missing

creatinine
pmol/L

Date of most
recent result

tdis_mrsa_latestserumcreatinine_d . Total
prior to total .
ate . Discharge
hospital
discharge
Derived
variable -

platform_entry_date_local

Derived variable

originalvalue
from
Participants
enrolled export

Note: patients will only have a value in one (or none) based on silo (PSSA/MSSA/MRSA)

tdisd14_high

If n of study days between Highest
serum creatinine date and platform
entry date is less than or equalto 5
days, then use Highest serum
creatinine value, otherwise leave
missing

Highest serum

tdis_pssaormssa_highestserumcre L Total
. creatinine .
atinined14_as_umoll Discharge
pmol/L

tdis_pssaormssa_highestserumcre | Date of highest Total

atinined14_date recorded result Discharge
Derived
variable -

platform_entry_date_local

Derived variable

originalvalue
from
Participants
enrolled export

est_creatinin
e_d1to5

If n of study days between Highest
serum creatinine date and platform
entry date is less than orequalto 5
days, then use Highest serum
creatinine value, otherwise leave
missing

Highest serum

tdis_mrsa_highestserumcreatinine . Total
creatinine .
d14_as_umoll Discharge
pmol/L
tdis_mrsa_highestserumcreatinine Date of highest Total
d14_date recorded result Discharge
Derived
variable -

platform_entry_date_local

Derived variable

originalvalue
from
Participants
enrolled export

Note: patients will only have a value in one (or none) based on silo (PSSA/MSSA/MRSA)

Derived variable

Variables and raw data

Derived Variable name

Derived Variable logic

Data export /

;"‘%’3

SNAP

T Variable Label/ title CRE
d1to7_pssaormssa_pdi1to | PSSAorMSSA Highest
5highserumcreatinine_as serum creatinine day 1 to Day1to7
_umoll 5 pmol/L
d1to7_pssaormssa_pd5hi | PSSAorMSSA Highest
ghserumcreatinine_as_u serum creatinine day 5 Day1to7
moll pmol/L

Highest serum creatinine
d1to7_mrsa_pd1to5highs level From platform Day 1
. Day1to7
- . erumcreatinine_as_umoll | to platform Day5 as
max_creatinine_d1to5 highest of values
pmol/L
d1to7_mrsa_pd5highseru Highest serum creatinine
. Day1to7
mcreatinine_as_umoll level on Day 5 as pmol/L
Highest serum creatinine
d1to7_adj_pd1to5highser level from platform Day 1
T Day1to7
umcreatinine_as_umoll to platform Day 5 as
pmol/L
d1to7_adj_pd5highserum Highest serum creatinine
- Day1to7
creatinine_as_umoll level on Day 5 as pmol/L
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adis_highest_creatinine_d
1to5

Derived variable

Derived variable
—value from
Acute Discharge

tdis_highest_creatinine_d
1to5

Derived variable

Derived variable
—value from
Total Discharge

tdis_latest_creatinine_d1t
05

Derived variable

Derived variable
—value from
Total Discharge

tdisd14_highest_creatinin
e_d1to5

Derived variable

Derived variable
—value from
Total Discharge

Notes:
Day 1 to 7 values don’t have associated date variables

d1to7_pssaormssa_pd5highserumcreatinine_as_umoll, was previously named d1to7_pssa_pd5highserumcreatinine_as_umoll
d1to7_pssaormssa_pd5highserumcreatinine_as_umoll, was previously named d1to7_pssa_pd5highserumcreatinine_as_umoll

25.3 CREATININE DAY 6 TO 14 FROM ACUTE AND TOTAL DISCHARGE

Derived variables to capture creatinine values within study days 6 to 14

Acute Discharge

Derived variable

Variables and raw data

platform_entry_date_local

platform entry
date

Derived Data export/
Variable Derived Variable logic descriptor Variable Label/ title CRE P
name
If n of study days between Highest adis_pssaormssa_highestserumcre | Highest serum Acute
serum creatinine date and platform atinine_as_umoll creatinine Discharge
entry date is between 6 and 14 days pmol/L g
(inclusive), then impute Highest serum | adis_pssaormssa_highestserumcre | Highest serum Acute
creatinine value into [var name], atinine_date creatinine date Discharge
otherwise leave missing Derived
Derived variable:
platform_entry_date_local variable: original value
platform entry from
dat Partici t
adis_highest ae articipants
A enrolled export
_creatinine_d - -
If n of study days between Highest . . . Highest serum
6to14 . adis_mrsa_highestserumcreatinine L Acute
serum creatinine date and platform as umoll creatinine Discharge
entry date is between 6 and 14 days - pmol/L g
(inclusive), then impute Highest serum | adis_mrsa_highestserumcreatinine | Highest serum Acute
creatinine value into [var namel], _date creatinine date Discharge
otherwise leave missing Derived
Derived variable:
variable: originalvalue

from
Participants
enrolled export

Note that patients will only have a value in either (or none) based on silo (PSSA/MSSA/MRSA)

Total Discharge

Derived variable

Variables and raw data

Derived Data export/
Variable Derived Variable logic descriptor Variable Label title CRE P
name
If n of study <.ja.ys between Highest tdis_pssaormssa_highestserumcre nghe.SF serum Total
serum creatinine date and platform atinine as umoll creatinine Discharge
tdis_highest_ | entrydate is between 6 and 14 days - pmol/L &
creatinine_d | (inclusive), then use Highest serum tdis_pssaormssa_highestserumcre | Highest serum Total
6to14 creatinine value, atinine_date creatinine date Discharge
otherwise leave missing Derived Derived
platform_entry_date_local . .
variable: variable:
'.:‘%v , .
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platform entry
date

originalvalue
from
Participants
enrolled export

If n of study days between Highest
serum creatinine date and platform
entry date is between 6 and 14 days
(inclusive), then use Highest serum
creatinine value,

otherwise leave missing

Highest serum

tdis_mrsa_highestserumcreatinine . Total
as_umoll creatinine Discharge
- pmol/L
tdis_mrsa_highestserumcreatinine Date of highest Total
_date recorded result Discharge
Derived
Derived variable:
variable: originalvalue

platform_entry_date_local

platform entry
date

from
Participants
enrolled export

Note: patients will only have a value in one (or none) based on silo (PSSA/MSSA/MRSA)

Derived variable

Variables and raw data

Derived
Variable
name

Derived Variable logic descriptor

Variable

Label/ title

Data export/
CRF

tdis_latest_cr

If n of study days between most recent
serum creatinine date and platform
entry date is between 6 and 14 days
(inclusive), then use Highest serum
creatinine value,

otherwise leave missing

Most recent

tdis_pssaormssa_latestserumcreat | serum Total
inine_as_umoll creatinine Discharge
pmol/L
Date of most
. recent result
tdis_pssaormssa_latestserumcreat . Total
. prior to total .
inine_date . Discharge
hospital
discharge
Derived
Derived variable:
variable: originalvalue

platform_entry_date_local

platform entry
date

from
Participants
enrolled export

eatinine_d6t
014

If n of study days between most recent
serum creatinine date and platform
entry date is between 6 and 14 days
(inclusive), then use Highest serum
creatinine value,

otherwise leave missing

Most recent

tdis_mrsa_latestserumcreatinine_a | serum Total

s_umoll creatinine Discharge
pmol/L
Date of most

. - recent result

tdis_mrsa_latestserumcreatinine_d . Total
prior to total .

ate . Discharge
hospital
discharge

Derived

Derived variable:
variable: original value

platform_entry_date_local

platform entry
date

from
Participants
enrolled export

Note: patients will only have a value in one (or none) based on silo (PSSA/MSSA/MRSA)

tdisd14_high
est_
creatinine_d
6to14

If n of study days between Highest
serum creatinine date and platform
entry date is between 6 and 14 days
(inclusive), then use Highest serum
creatinine value, otherwise leave
missing

Highest serum

tdis_pssaormssa_highestserumcre . Total
. creatinine .

atinined14_as_umoll Discharge
pmol/L

tdis_pssaormssa_highestserumcre | Date of highest Total

atinined14_date recorded result Discharge

Derived

Derived variable:
variable: originalvalue

platform_entry_date_local

platform entry
date

from
Participants
enrolled export

If n of study days between Highest

Highest serum

. tdis_mrsa_highestserumcreatinine . Total
serum creatinine date and platform d14 as umoll creatinine Discharge
entry date is between 6 and 14 days - pmol/L g
X , ,
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(inclusive), then use Highest serum

creatinine value,

otherwise leave missing

tdis_mrsa_highestserumcreatinine

Date of highest

Total

d14_date recorded result Discharge
Derived
Derived variable:
platform_entry_date_local variable: originalvalue
- - - platform entry from
date Participants

enrolled export

Note: patients will only have a value in one (or none) based on silo (PSSA/MSSA/MRSA)

25.4 MAXIMUM CREATININE BETWEEN STUDY DAYS 6 AND 14

Day 14 value, found on day 8 to 14 CRF has an allowance of +/- 3 days where day 14 result is not available,

hence follow up period may not strictly adhere to platform day 1 to 14.

Derived variable

Variables and raw data

Derived
variable name

Derived Variable
logic descriptor

Variable

Label title

Data export /
CRF

d14_pssaormssa_pd6to14highserumcreatinine_

Highest serum

Day 8 to 14 values don’t have associated date variables
d14_pssaormssa_pd14highserumcreatinine_as_umoll notes “If day 14 result is not available, record highest level between days 11
to 17 inclusive”, hence follow up period may not strictly adhere to platform day 1 to 14

creatinine day 6to 14 Day8to 14
as_umoll
pmol/L
d14_pssaormssa_pd14highserumcreatinine_as Highest serum
N - ~ 7 | creatinine day 14 Day8to 14
umoll
pmol/L
d14_mrsa_pd6to14highserumcreatinine_as_um Highest serum
- - - creatinine day 6to 14 Day8to 14
oll
pmol/L
Highest serum
d14_mrsa_pd14highserumcreatinine_as_umoll creatinine day 14 Day8to 14
pmol/L
Highest serum
d14_adj_pd6tol14highserumcreatinine_as_umoll | creatinine day6to 14 Day8to 14
pmol/L
Highest serum
d14_adj_pd14highserumcreatinine_as_umoll creatinine day 14 Day8to 14
pmol/L
max_creatinin highest value of Derived
e_d6to14 variables variable —
adis_highest_creatinine_d6to14 Derived variable value from
Acute
Discharge
Derived
variable —
tdis_highest_creatinine_d6to14 Derived variable value from
Acute
Discharge
Derived
variable —
tdis_latest_creatinine_d6to14 Derived variable value from
Acute
Discharge
Derived
variable —
tdisd14_highest_ creatinine_d6to14 Derived variable value from
Acute
Discharge
Note:
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25.5 DERIVED ACUTE KIDNEY INJURY

Derived Descriptor
variable Criteria
name
Difference between max_creatinine_d1to5
and baseline_creatinine is greater than or Baseline creatinine has an increase
equalto 26.5 (i.e. max_creatinine_d1to5 - of 2 26.5 umol/L within 5 days
Considered a case, coded as q . ( . - - H 4
T baseline_creatinine =2 26.5)
1, when any of the criteria
boxes are met max_creatinine_d1to5 divided by . L
. L Baseline creatinine increases 1.5
baseline_creatinine is equal to or greater .
times at follow up
than 1.5
Difference between max_creatinine_d1to5
) and baseline_creatinine is less than 26.5 Baseline creatinine does not have an
Considered not a case, coded | (j.e. max_creatinine_d1to5 - increase 2 26.5 pmol/L within 5 days
aki_d1to5 as 0, when all the criteria for baseline_creatinine < 26.5)
case are not met and any of
the non-case criteria boxes - . . -
are met max_creatinine_d1to5 divided by Baseline creatinine does not
baseline_creatinine is less than 1.5 increase 1.5 times within 5 days
Considered missing, value baseline_creatinine is missing
left blank, when values are and/or Unable to be calculated due to
missing and do not allow for missingness
calculation . . .
max_creatinine_d1to5 is missing
Considered not a case, coded
as 0, has been confirmed not aki_d1to5is 0 Not case of AKI by binary derivation
acase
maxﬁs:reatlnlng(.ﬂto.S divided by Creatinine increases to 1.5 and less
baseline_creatinine is equal to or greater .
than 2 between baseline and follow
than 1.5 and less than 2.0 up
Considered stage 1, coded as | Difference between max_creatinine_d1to5 L .
- o . T Creatinine difference between
1, when either of the criteria and baseline_creatinine is greater than or .
. L baseline and follow up has a value of
box are met equalto 26.5 (i.e. max_creatinine_d1to5 - 26.5 or higher
baseline_creatinine = 26.5) AND an;i g
aki_d1to5_ max_creatinine_d1to5 divided by L
stage baseline_creatinine is less than 2.0 creatinine increase between
g - ’ baseline and follow up is less than 2
Considered stage 2 coded as max_creatinine_d1to5 divided by L
Lo . T Creatinine increases to 2 and less
2, when the criteria box are baseline_creatinine is equal to or greater .
than 3 between baseline and follow
met than 2.0 and less than 3.0 up
max_creatinine_d1to5 divided by L
. . L Creatinine increases to 2 and less
Considered stage 3, coded as | baseline_creatinine is equal to or greater .
) o than 3 between baseline and follow
3, when either of the criteria than 3.0 u
box are met P
max_creatinine_d1to5 greater than or equal Follow up creatinine has a value of
to 354 354 or higher
Notes:
‘within 5 days’ count starts from day 1 (and not day 1 plus 5 days)
Derived
variable Criteria Descriptor
name
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max_creatinine_d6to14 divided by
. baseline_creatinine is equal to or greater than L .
Considered a case, coded as 15 - q g Creatinineincreases 1.5 times
1, wh fth iteri - ithin f baseline to foll
, when any of the criteria max_creatinine_d6to14 divided by within from baseline to follow up
boxes are met - .
max_creatinine_d1to5 is equal to or greater than
1.5
max_creatinine_d6to14 divided b
Considered not a case, coded X‘. reatint T V! v
L baseline_creatinine is less than 1.5 . -
as 0, when all the criteria for Baseline creatinine does not
aki_d6to14 | case are not met and either of — — increase 1.5 times to time of
. max_creatinine_d6to14 divided by
the non-case criteria boxes L . follow up
max_creatinine_d1to5 is less than 1.5
are met
baseline_creatinine is missing
Considered missing, value and/ or
left blank, when values are max_creatinine_d1to5 is missing Unable to be calculated due to
missing and do not allow for and/or missingness
calculation max_creatinine_d6to14 is missing
not allowing for calculations
Considered not a case, coded .
as 0, has been confirmed not aki_d6to14is 0 NOt. cage of AKI by binary
derivation
acase
max_creatinine_d6to14 divided by
baseline_creatinine is equal to or greater than
1.5 and less than 2.0
Creatinineincreases to 1.5 and
L than 2 bet li
max_creatinine_d6to14 divided by ess than 2 between baseline and
L . follow up
max_creatinine_d1to5 is equal to or greater than
1.5and lessthan 2.0
Difference between max_creatinine_d6to14 and
Considered stage 1, coded as basel!ne_creatlnme'ls' greater than or equal to
oo 26.5 (i.e. max_creatinine_d6to14 -
1, when any of the criteria box . .
baseline_creatinine = 26.5) AND . .
are met . I Creatinine difference between
max_creatinine_d6to14 divided by .
. L baseline and follow up has a
baseline_creatinine is less than 2.0 ]
value of 26.5 or higher
d
Difference between max_creatinine_d6to14 and an L
o . creatinine increase between
max_creatinine_d1to5 is greater than or equal to . .
. L baseline and follow up is lass
ki d6tol4d 26.5 (i.e. max_creatinine_d6to14 - than 2
ast; o ° max_creatinine_d1to5 = 26.5) AND
-stag max_creatinine_d6to14 divided by
max_creatinine_d1to5 is less than 2.0
max_creatinine_d6to14 divided by
baseline_creatinine is equal to or greater than
Considered stage 2 coded as 2.0 and less than 3.0 L
. L Creatinine increases to 2 and
2, when either of the criteria .
— — less than 3 between baseline and
box are met max_creatinine_d6to14 divided by follow u
max_creatinine_d1to5 is equal to or greater than P
2.0 and less than 3.0
max_creatinine_d6to14 divided by
baseline_creatinine is equal to or greater than
3.0
. Creatinineincreases to 2 and
Considered stage 3, coded as less than 3 between baseline and
3, when either of the criteria max_creatinine_d6to14 divided by follow U
box are met max_creatinine_d1to5 is equal to or greater than P
3.0
max_creatinine_d6to14 is greater than or equal Follow up creatinine has a value
to 354 of 354 or higher
Notes:
‘within 14 days’ count starts from day 1 (and not day 1 plus 14 days)
Baseline refers to time 1 (can be baseline or day 1 to 5 value) relative to time to 2 (day 1 to 5 value or day 6 to 14 value, respectively)
Scenarios for confirming non-case (as well cases cases) are mutually exclusive, hence why only one of the scenarios needs to be
met (along with not meeting criteria for a case)
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25.6 ACUTE KIDNEY INJURY DAY 1 TO 14

criteria for non-case are met

(aki_d1to5is 0 is missing)
and

aki_d6to14is 0

Derived variable L Descriptor
Criteria
name
aki d1to5is 1 AKl is detected from baseline
Considered a case, coded as - (day1)today1to5
1, when any of the criteria
boxes are met . . AKlis detected from baseline or
aki_détoT4is 1 day1to5today6to 14
aki_d1to5is 0
and AKlis confirmed not a case when
. day 1to 5 window is not a case
t
Considered nota case, coded | i 46101415 0 or missing) and day 6 to 14 window is not a
as 0, when both criteria for . .
. case or missing, or vice versa.
aki_d1to14 case are not met and either

This is because clinically if itis
not picked up by one, itis very

unlikely to be picked up by the

other, in addition many labs do
not report out GGT

Considered missing, value
left blank, when values are
missing and do not allow for
calculation

aki_d1to5 is missing and aki_d6to14 is
missing

AKIl cannot be confirmed either
way due to missingness

aki_d1to14_satge

Considered not a case, coded
as 0, has been confirmed not
acase

aki_d1to14is0

Not case of AKI by binary
derivation

Stage is max stage found
across, aki_d1to5_stage and
aki_d6to14_stage

aki_d1to5_stage

aki_d6to14_stage

Maximum stage found across all
time window comparisons

Notes:

AKl is detected ‘within 14 days’, where count starts from day 1 (and not day 1 plus 14 days)

25.7 ACUTE KIDNEY INJURY - COMPOSITE DAY 1 TO 90

Below is a composite variable, also taking cases from the Serious Adverse Reaction (SAR) log (i.e. log that is

kept when a SAR is reported only, SAR log does not collect information in the absence of an SAR).

Variable Label title Data export / CRF
medra_term_Llt MedDRA term (LLT) SNAP_SARLog_[date]
medra_code_llt MedDRA code (LLT) SNAP_SARLog_[date]
Notes:
LLT = Lowest Level Terms
PT = Preferred Term

Criteria Descriptor
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aki_d1to14is 1

medra_term_Lltis “acute kidney injury”
or

medra_term_lltis “stage 1 acute kidney
injury “

or

medra_term_Lllt is “stage 2 acute kidney
injury “

or

medra_term_Llt is “stage 3 acute kidney | AKlis a case when any source
injury “ determines is a case

Considered a case, coded as
1, when any of the criteria
boxes are met

or

medra_code is “10069339”
or
medra code is “10080266 “
or
medra code is “10080269“
or
medra code is “10080271“

aki_d1to14is 0

(medra_term_Lllt is no “acute kidney
injury“ or

aki_d1t090_compi medra_term_Lllt is not “stage 1 acute
site kidney injury “

or

medra_term_Lllt is not “stage 2 acute
kidney injury “

or

medra_term_Lllt is not “stage 3 acute
Considered not a case, coded kidney injury “)

as 0, when all the criteria for
case are not met and any of
the non-case criteria boxes and
are met

AKlis confirmed not a case when
all sources determine not a case

(medra_code is not “10069339”
or

medra code is not “10080266 “
or

medra code is not “10080269

or

medra code is not “10080271%)

or

no entry in SAR Log

Considered missing, value

left blank, when values are . . - Unable to be calculated due to
. aki_d1to14 is missing L

missing and do not allow for missingness

calculation

Notes:

medra_term_Llt & associated medra_code_llt should always match, however both applied in case of typo

medra_term_Llt can contain upper and lower case, e.g either “Acute Kidney Injury” and “acute kidney injury” should be considered a
case and coded as 1

aki_d1to90 currently does not capture full scope of possible derivations from database (creatinine is collected at later timepoints,
but not currently included in derivation). aki_d1to90 reflects AKI derived from day 1 to day 14 available values in the database, with
the SAR log which captures SARs from day 1 to day 90.
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26 RENAL REPLACEMENT THERAPY (DOMAIN-SPECIFIC ESTIMAND

A1.3)

Receipt of renal replacement therapy (RRT) between Platform day 1 and Platform day 90.

Data export /
CRF

Derived

. Variable
variable name

Derived Variable logic descriptor Label title

Where response in acute
discharge and day 90 match,
assign the matching value (e.g. if

Did the participant
require RRT any time

adis_requirerrt_priordischarge .
-red P g prior to acute

both ‘Yes’ assign ‘Yes’), discharge
rt_d1to90 Where there is no observation in Did the participant
oS | e proso | S e
platform entry
Notes:

- Asked for those not ESKD at baseline

27 ONGOING RENAL REPLACEMENT THERAPY AT PLATFORM DAY g0

(DOMAIN-SPECIFIC ESTIMAND A1.4)

Notes — as above because it uses derived rrt_d1t090== “No” then, rrt_postd90 = “No” — means ‘No’s include where
participant may not have reached d90. ‘Yes’ only ever asked when d1to90 is ‘yes’

28 ACUTE LIVER INJURY (HEPATOTOXICITY) (DOMAIN-SPECIFIC

ESTIMAND A1.5)

ALI (Heptatoxicity) is considered a case when baseline value is within the range of normal (i.e less than or
equal to ULN) and the follow up value is greater than 2.5 times the ULN or baseline value is above ULN
(greater than ULN) and the follow up value is 2.5 times the baseline value or baseline value is missing and
follow up value reaches 5 times ULN (greater than or equalto 5 times ULN).

ALI (Heptatoxicity) uses values of ALT and GGT. Where a value is reported as 0, usually this indicates a value
of <1 reported by the lab and entered into the database as 0, hence values of 0 are allowable.

28.1 BASELINE ALT

Derived variable Variables and raw data

SNAP

Derived Variable

Derived Variable logic

d1to7_btpd1highalt missing

and value is available in

acute discharge

. Variable Label/ title Data export / CRF
name descriptor
Where value is available in d1to7_btpd1highalt Highest ALT Day1to7
d1to7_btpd1highalt, use that,
Highest ALT from
baseline_alt otherwise if adis_pssaormssa_highalt platform day 1 to Acute Discharge

adis_pssaormssa_highalt_date

Highest ALT date

Acute Discharge
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adis_pssaormssa_highalt
collected on study day 1, use
that,

otherwise if
adis_pssaormssa_highalt
missing and value is available
in adis_pssaormssa_latestalt
collected on study day 1, use
that,

otherwise if
adis_pssaormssa_highalt
missing and value is available
in tdis_pssaormssa_highalt
collected on study day 1, use
that,

otherwise if
tdis_pssaormssa_highalt
missing and value is available
in tdis_pssaormssa_latestalt
collected on study day 1, use
that,

otherwise leave baseline as
missing

platform_entry_date_local

derived variable:
platform entry date

Derived variable:
original value from
Participants
enrolled export

adis_pssaormssa_latestalt

Most recent ALT
from platform day 1
to acute discharge

Acute Discharge

adis_pssaormssa_latestalt_date

Most recent ALT
date

Acute Discharge

tdis_pssaormssa_highalt

Highest value from
acute discharge
[date of adis] until
total hospital
discharge

Total Discharge

tdis_pssaormssa_highalt_date

Date of highest
recorded result

Total Discharge

tdis_pssaormssa_latestalt

Most recent test
result from acute
discharge until
total hospital
discharge

Total Discharge

tdis_pssaormssa_latestalt_date

Date of most
recent result from
acute discharge
until total hospital
discharge

Total Discharge

Notes:

Latest value should not be higher than highest value within the same CRF, data quality checks are run to ensure this is not the case,

however during interim reporting quality updates may not have yet been applied

28.2 BASELINE GGT

Derived variable

Variables and raw data

Derived Variable
name

Derived Variable logic
descriptor

Derived Variable name

Derived Variable
logic descriptor

Derived Variable
name

baseline_ggt

Where value is available in
d1to7_btpd1highggt, use that,

otherwise, if
d1to7_btpd1highggt missing
and value is available in
adis_pssaormssa_highggt
collected on study day 1, use
that,

otherwise, if
adis_pssaormssa_highggtis
missing and value is available
in adis_pssaormssa_latestggt
collected on study day 1, use
that,

otherwise, if
adis_pssaormssa_latestggtis
missing and value is available

d1to7_btpd1highggt

Highest GGT

Day1to7

adis_pssaormssa_highggt

Highest value from
platform day 1
[date] until hospital
discharge

Acute Discharge

adis_pssaormssa_highggt_date

Highest GGT date

Acute Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
originalvalue from
Participants
enrolled export

adis_pssaormssa_latestggt

Most recent GGT

Acute Discharge
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in tdis_pssaormssa_highggt
collected on study day 1, use
that,

otherwise, if
tdis_pssaormssa_highggt is
missing and value is available
in tdis_pssaormssa_latestggt
collected on study day 1, use
that,

otherwise leave baseline as
missing

adis_pssaormssa_latestggt_date

Most recent GGT
date

Acute Discharge

tdis_pssaormssa_highggt

Highest value from
acute discharge
<insert date of
adis>until total
hospital discharge

Total Discharge

tdis_pssaormssa_highggt_date

Date of highest
recorded result

Total Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
original value from
Participants
enrolled export

tdis_pssaormssa_latestggt

Most recent test
result, prior to total
hospital discharge

Total Discharge

Notes:

Latest value should not be higher than highest value within the same CRF, data quality checks are run to ensure this is not the case,

however during interim reporting quality updates may not have yet been applied

283 ALT DAY 1 TO 5 FROM ACUTE AND TOTAL DISCHARGE

Derived variables to capture any ALT values within first 14 study days in acute discharge and total discharge

CRFs.

e Corresponding dates of ALT and GGT variables are the date of which the measure was taken (and not
data entry date)
e Dates used below are both local to the site

Acute Discharge

Derived variable

Variables and raw data

Derived Variable
name

Derived Variable logic
descriptor

Variable

Label/ Descriptor

Data export / CRF

adis_highest_alt
_d1to5

If n of study days between
Highest ALT date and
platform entry date
(considered day 1) is less
than or equal to 5 days, then
use
adis_pssaormssa_highalt

, otherwise leave missing

adis_pssaormssa_highalt

Highest ALT from
platform day 1 to
acute discharge

Acute Discharge

adis_pssaormssa_highalt_date

Highest ALT date

Acute Discharge

platform_entry_date_local

derived variable:
platform entry date

Derived variable:
original value from
Participants
enrolled export

adis_latest_alt_d
1to5

If n of study days between
most recent ALT date and
platform entry date
(considered day 1) is less
than or equalto 5 days, use
adis_pssaormssa_latestalt,
otherwise leave missing

adis_pssaormssa_latestalt Most recent ALT Acute Discharge
. Mostrecent ALT .
adis_pssaormssa_latestalt_date date Acute Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
original value from
Participants
enrolled export

Total Discharge

Derived variable

Variables and raw data
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Derived Variable
name

Derived Variable logic
descriptor

Variable

Label/ Descriptor

Data export / CRF

tdis_highest_alt_
d1to5

If n of study days between
Highest ALT date and
platform entry date is less
than or equal to 5 days, then
use
tdis_pssaormssa_highalt,
otherwise leave missing

tdis_pssaormssa_highalt

Highest value from
acute discharge
[date of adis] until
total hospital
discharge

Total Discharge

tdis_pssaormssa_highalt_date

Date of highest
recorded result

Total Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
original value from
Participants
enrolled export

tdis_latest_alt_d
1to5

If n of study days between
most recent ALT date and
platform entry date is less
than or equal to 5 days, then
use
tdis_pssaormssa_latestalt,
otherwise leave missing

tdis_pssaormssa_latestalt

Most recent test
result from acute
discharge until total
hospital discharge

Total Discharge

tdis_pssaormssa_latestalt_date

Date of most recent
result from acute
discharge until total
hospital discharge

Total Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
original value from
Participants
enrolled export

28.4 ALT DAY 6 TO 14 FROM ACUTE AND TOTAL DISCHARGE

Acute Discharge

Derived variable

Variables and raw data

Derived Variable
name

Derived Variable logic
descriptor

Variable

Label/ Descriptor

Data export / CRF

adis_highest_alt
_d6to14

If n of study days between
Highest ALT date and
platform entry date
(considered day 1) is
between 6 and 14 days
(inclusive), use
adis_pssaormssa_highalt,
otherwise leave missing

adis_pssaormssa_highalt

Highest ALT from
platform day 1 to
acute discharge

Acute Discharge

adis_pssaormssa_highalt_date

Highest ALT date

Acute Discharge

platform_entry_date_local

derived variable:
platform entry date

Derived variable:
original value from
Participants
enrolled export

adis_latest_alt_d
6to14

If n of study days between
most recent ALT date and
platform entry date
(consideredday 1 is
between 6 and 14 days
(inclusive), use
adis_pssaormssa_latestalt,
otherwise leave missing

adis_pssaormssa_latestalt

Most recent ALT

Acute Discharge

adis_pssaormssa_latestalt_date

Most recent ALT
date

Acute Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
original value from
Participants
enrolled export

Total Discharge

Derived variable

Variables and raw data

Derived Variable
name

Derived Variable logic
descriptor

Variable

Label/ Descriptor

Data export / CRF

tdis_highest_alt_
déto14

If n of study days between
Highest ALT date and
platform entry date is

tdis_pssaormssa_highalt

Highest value from
acute discharge
[date of adis] until

Total Discharge
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between 6 and 14 days
(inclusive), then use

total hospital
discharge

tdis_pssaormssa_highalt,
otherwise leave missing

tdis_pssaormssa_highalt_date

Date of highest
recorded result

Total Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
original value from
Participants
enrolled export

tdis_latest_alt_d
6to14

If n of study days between

tdis_pssaormssa_latestalt

Most recent test
result from acute
discharge until total
hospital discharge

Total Discharge

most recent ALT date and
platform entry date is
between 6 and 14 days
(inclusive), use

tdis_pssaormssa_latestalt_date

Date of most recent
result from acute
discharge until total
hospital discharge

Total Discharge

tdis_pssaormssa_latestalt,
otherwise leave missing

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
original value from
Participants
enrolled export

tdis_highest_alt_
d14

If n of study days between
highest d14 date and
platform entry is between 6
and 14 days (inclusive),

tdis_pssaormssa_highaltd14_ent
eredvalue

Highest value from
acute discharge
[date of adis] and
platform day 14
(inclusive) [date of
platform day 14]

Total Discharge

thenuse
tdis_pssaormssa_highaltd1

tdis_pssaormssa_highaltd14_dat
e

Date of highest
recorded result

Total Discharge

4_enteredvalue,
otherwise leave missing

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
originalvalue from
Participants
enrolled export

28.5 GGT DAY 1 TO 5 FROM ACUTE AND TOTAL DISCHARGE

Acute Discharge

Derived variable

Variables and raw data

Derived Variable name

Derived Variable logic

Variable

Label title in form (as

Data export / CRF

adis_highest_ggt_d1to5

between Highest GGT
date and platform entry
date is less than or
equalto 5 days, then
use
adis_pssaormssa_high
ggt, otherwise leave
missing

until hospital discharge

descriptor per data descriptor)
Highest value from
adis_pssaormssa_high latform day 1 [date Acute Discharge
If n of study days P -higheet P yil ] Y : g

adis_pssaormssa_highggt_dat
e

Highest GGT date

Acute Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
originalvalue
from Participants
enrolled export

adis_latest_gtt_d1to5

If n of study days
between Highest GGT
date and platform entry
dateis less than or
equalto 5 days, then
use
adis_pssaormssa_lates
tggt, otherwise leave
missing

adis_pssaormssa_latestggt

Most recent GGT

Acute Discharge

adis_pssaormssa_latestggt_d
ate

Most recent GGT date

Acute Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
original value
from Participants
enrolled export

| Total Discharge
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Derived variable

Variables and raw data

Derived Variable name

Derived Variable logic
descriptor

Variable

Label/ title in form (as
per data descriptor)

Data export / CRF

tdis_highest_ggt_d1to5

If n of study days
between Highest GGT
date and platform entry
dateis less than or
equalto 5 days, then
use
tdis_pssaormssa_highg
gt, otherwise leave
missing

tdis_pssaormssa_highggt

Highest value from
acute discharge <insert
date of adis> until total
hospital discharge

Total Discharge

tdis_pssaormssa_highggt_dat
e

Date of highest recorded
result

Total Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
original value
from Participants
enrolled export

tdis_latest_ggt_d1to5

If n of study days
between latest GGT
date and platform entry
dateis less than or
equalto 5 days, then
use
tdis_pssaormssa_lates
tggt, otherwise leave
missing

tdis_pssaormssa_latestggt

Most recent test result,
prior to total hospital
discharge

Total Discharge

tdis_pssaormssa_latestggt_da
te

Date of most recent
result prior to total
hospital discharge

Total Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
originalvalue
from Participants
enrolled export

tdis_highest_ggt_d5

If n of study days
between Highest GGT
date and platform entry
dateis less than or
equalto 5 days, then
use
tdis_pssaormssa_highg
gtd14_enteredvalue,
otherwise leave
missing

tdis_pssaormssa_highggtd14_
enteredvalue

Highest value from
acute discharge <insert
date of adis>and
platform day 14
(inclusive) [date of
platform day 14]

Total Discharge

tdis_pssaormssa_highggtd14_
date

Date of highest recorded
result

Total Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
originalvalue
from Participants
enrolled export

28.6 GGT DAY 6 TO 14 FROM ACUTE AND TOTAL DISCHARGE

Acute Discharge

Derived variable

Variables and raw data

Derived Variable name

Derived Variable logic
descriptor

Variable

Label/ title in form (as
per data descriptor)

Data export / CRF

adis_highest_ggt_d6to1
4

If n of study days
between Highest GGT
date and platform entry
date is between 6 and
14 days (inclusive),
then use
adis_pssaormssa_high
ggt, otherwise leave
missing

adis_pssaormssa_highggt

Highest value from
platform day 1 [date]
until hospital discharge

Acute Discharge

adis_pssaormssa_highggt_dat
e

Highest GGT date

Acute Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
originalvalue
from Participants
enrolled export

adis_latest_gtt_d6to14

If n of study days
between Highest GGT
date and platform entry
date is between 6 and
14 days (inclusive),
then use
adis_pssaormssa_lates
tggt, otherwise leave
missing

adis_pssaormssa_latestggt

Most recent GGT

Acute Discharge

adis_pssaormssa_latestggt_d
ate

Most recent GGT date

Acute Discharge

platform_entry_date_local

Derived variable:
platform entry date

Derived variable:
originalvalue
from Participants
enrolled export

Total Discharge
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Derived variable

Variables and raw data

Derived Variable logic

Derived Variable name .
descriptor

Label/ title in form (as

Variabl i
ariable per data descriptor)

Data export / CRF

If n of study days
between Highest GGT
date and platform entry
date is between 6 and
14 days (inclusive),
then use
tdis_pssaormssa_highg
gt, otherwise leave
missing

tdis_highest_ggt_d6to1
4

Highest value from
acute discharge <insert
date of adis> until total
hospital discharge

tdis_pssaormssa_highggt

Total Discharge

tdis_pssaormssa_highggt_dat | Date of highest recorded
e result

Total Discharge

Derived variable:

platform_entry_date_local platform entry date

Derived variable:
original value
from Participants
enrolled export

If n of study days
between latest GGT
date and platform entry
date is between 6 and
14 days (inclusive),
then use
tdis_pssaormssa_lates

tggt,

tdis_latest_ggt_d6to14

otherwise leave
missing

Most recent test result,
prior to total hospital
discharge

tdis_pssaormssa_latestggt

Total Discharge

tdis_pssaormssa_latestggt_da | Date of most recent
te result prior to total
hospital discharge

Total Discharge

Derived variable:

platform_entry_date_local platform entry date

Derived variable:
original value
from Participants
enrolled export

If n of study days
between Highest GGT
date and platform entry
date is between 6 and
14 days (inclusive),
then use
tdis_pssaormssa_highg
gtd14_enteredvalue,
otherwise leave
missing

tdis_highest_ggt_d14

Highest value from
acute discharge <insert
date of adis> and
platform day 14
(inclusive) [date of
platform day 14]

tdis_pssaormssa_highggtd14_
enteredvalue

Total Discharge

tdis_pssaormssa_highggtd14_
date

Date of highest recorded
result

Total Discharge

Derived variable:

platform_entry_date_local platform entry date

Derived variable:
originalvalue
from Participants
enrolled export

28.7 ALT & GGT DAY 1 TO 5 FROM ALL SOURCES

Derived variable

Variables and raw data

max_alt_d1to5

highest value of
variables

_pd1to5highalt

day1to5

Derived Perlved . . Label/ title in form (as per Data export/ CRF
. Variable logic Variable .
Variable name ) data descriptor)
descriptor
d1to7_pssaormssa PSSA or MSSA Highest ALT Day1to7

adis_highest_alt_d1to5

Derived variable

Derived variable — value
from Acute Discharge

adis_latest_alt_d1to5

Derived variable

Derived variable — value
from Acute Discharge

tdis_highest_alt_d1to5

Derived variable

Derived variable — value
from Total Discharge

tdis_latest_alt_d1to5

Derived variable

Derived variable — value
from Total Discharge

max_ggt_d1to5

highest value of
variables

d1to7_pssaormssa_pd1to7highg
gt

PSSA or MSSA Highest GGT
day1to5

Day1to7

adis_highest_ggt_d1to5

Derived variable

Derived variable — value
from Acute Discharge

adis_latest_gtt_d1to5

Derived variable

Derived variable — value
from Acute Discharge
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tdis_highest_ggt_d1to5

Derived variable

Derived variable — value
from Total Discharge

tdis_latest_ggt_d1to5

Derived variable

Derived variable — value
from Total Discharge

Notes:

d1to7_pssaormssa _pd1to5highalt, was previously called d1to7_pssa_pd1to5highalt
d1to7_pssaormssa_pd1to7highggt, variable naming convention suggests value considers day 1 to 7, however question text and
value if for platform day 1 to 5

28.8 ALT & GGT DAY 6 TO 14 FROM ALL SOURCES

Day 14 values, found on day 8 to 14 CRF have allowance of +/- 3 days, hence follow up period may not strictly

adhere to platform day 1 to 14.

Derived variable

Variables and raw data

Derived Variable I?erlved . . Label/ title in form (as per e et O
Variable logic Variable .
name . data descriptor)
descriptor
Highest ALT from platform
d14_pssaormssa_pd6tol14highalt | Day 6 to platform Day 14 Day8to14
inclusive
d14_pssaormssa_pd14highalt I1-|:1ghest ALTon platform Day Day8to 14
adis_highest alt_d6to14 Derived variable Derived varlaple —-value
Highest of from Acute Discharge
max_alt_d6to14 'ghest o . Derived variable Derived variable — value
values adis_latest_alt_d6to14 .
from Acute Discharge
tdis_highest_alt_d6to14 Derived variable Derived vangble—value
from Total Discharge
tdis_latest alt_d6to14 Derived variable Derived varle?ble —value
from Total Discharge
tdis_highest_alt_d14 Derived variable Derived varlz?ble —-value
from Total Discharge

Derived variable Variables and raw data
. Derived . . .
Der.lved Variable logic Derived Variable name Derlve.zd Variable logic Data export / CRF
Variable name . descriptor
descriptor
Highest GGT from platform
d14_pssaormssa_pd6to14highggt | Day 6 to platform Day 14 Day8to 14
inclusive
d14_pssaormssa_pd14highggt I1-|:1ghest GCT on platform Day Day8to 14
adis_highest_ggt_d6to14 Derived variable Derived vana!ole —value
. from Acute Discharge
max_ggt_d6to1 Highest of - - - -
. Derived variable Derived variable — value
4 values adis_latest_gtt_d6to14 .
from Acute Discharge
. Derived variable Derived variable — value
tdis_highest_ggt_d6to14 from Total Discharge
. Derived variable Derived variable — value
tdis_latest_ggt_d6to14 from Total Discharge
. Derived variable Derived variable — value
tdis_highest_ggt_d14 from Total Discharge
Notes:
d14_pssaormssa_pd14highalt and d14_pssaormssa_pd6to14highggt notes “If day 14 result is not available, record highest level
between days 11 to 17 inclusive”, hence follow up period may not strictly adhere to platform day 1 to 14.

28.9 CALCULATION OF ALI FROM ALT
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ALl from ALT measures are calculated by comparing baseline and follow up values against an Upper Limit of
Normal (ULN), 2.5 times the (2.5*ULN) and 5 times the ULN (5*ULN).

Upper Limit of Normal (ULN) for ALT is stratified by sex at birth as ULN is lower in females, compared to

males.

Where sex at birth is male:

e ULN is defined as 30
e 2.5timesthe ULNis75
e 5timesthe ULNis 150

Where sex at birth is female:

e ULN isdefinedas 19
e 25timesthe ULNis47.5
e 5timesthe ULNis 95

Criteria

Descriptor

Considered a case,
coded as 1, when any
of the criteria boxes
are met

baseline_alt less than or equal to ULN
and
max_alt_d1to5 is greater than or equal to 2.5*ULN

Baseline is equal to or below
ULN and follow up is greater
than 2.5 times ULN

baseline_alt greater than ULN

and

max_alt_d1to5 divided by baseline_alt is equal to or
greater than 2.5

Baseline is above ULN and
follow up is 2.5 times or more
than baseline

baseline_alt missing

and

max_alt_d1to5 equal to or greater than or equal to
5*ULN

Baseline is not available and
follow up is equal to or
greater than or 5times ULN

baseline_alt less than or equal to ULN

Baseline is equal to or below

ali_alt_d1to5 and ULN and follow up is less
max_alt_d1to5 less than 2.5*ULN than 2.5times ULN
Considered nota
case, coded as 0,
when all the criteria baseline_alt is greater than ULN Baseline is above ULN and
for case are not met and follow up is less than 2.5
and any of the non- max_alt_d1to5 divided by baseline_alt is less than 2.5 times baseline
case criteria boxes are
met
baseline_alt is missing Baseline is missing and
and follow up is less than 5 times
max_alt_d1to5 less than 5*ULN ULN
Considered missing,
value left bla.nk,.when . L Unable to be calculated due
values are missing and | baseline_alt and max_alt_d1to5 are missing L
to missingness
do not allow for the
calculation
Notes:

Scenarios for confirming non-case (as well cases cases) are mutually exclusive, hence why only one of the scenarios needs to be
met (along with not meeting criteria for a case)
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Day 6 to 14 calculation considers difference between baseline (day 1) to day 6 to 14 window, as well as
difference between day 1 to 5 window to day 6 to 14 window. ‘Baseline’ in descriptor column below refers to
first comparator time point (either baseline or day 1 to 5 window) and follow up refers to day 6 to 14 window.

Criteria

Descriptor

ali_alt_d6to14

Considered a case,
coded as 1, when any
of the criteria boxes
are met

baseline_alt less than or equal to ULN
and
max_alt_d6to14 greater than or equal to 2.5*ULN

max_alt_d1to5 less than or equal to ULN
and
max_alt_d6to14 greater than or equal to 2.5*ULN

Baseline is equal to or below
ULN and follow up is greater
than 2.5 times ULN

baseline_alt greater than ULN

and

max_alt_d6to14 divided by baseline_alt is equalto or
greater than 2.5

max_alt_d1to5 greater than ULN

and

max_alt_d6to14 divided by baseline_alt is equal to or
greater than 2.5

Baseline is above ULN and
follow upis 2.5 times or more
than baseline

baseline_alt missing

and

max_alt_d6to14 equal to or greater than or equal to
5*ULN

Baseline is not available and
follow up is greater than or
equalto 5times ULN

Considered not a
case, coded as 0,
when allthe criteria
for case are not met
and non-case criteria
boxes are met for all
comparisons between
time points (i.e
baseline to d1to5,
baseline to d6to14
and d1to5to d6to14
scenarios confirm non
case)

baseline_alt less than or equal to ULN
and
max_alt_d6to14 less than 2.5*ULN

max_alt_d1to5 less than or equal to ULN
and
max_alt_d6to14 less than 2.5*ULN

Baseline is or below ULN and
follow upis lessthan 2.5
times ULN

baseline_alt is greater than ULN
and
max_alt_d6to14 divided by baseline_alt is less than 2.5

max_alt_d1to5 is greater than ULN
and
max_alt_d6to14 divided by baseline_alt is less than 2.5

Baseline is above ULN and
follow upis less than 2.5
times baseline (or day 1to 5)

baseline_alt is missing
and
max_alt_d6to14 less than 5*ULN

max_alt_d1to5 is missing
and
max_alt_d6to14 less than 5*UL

Baseline is missing and
follow up is less than 5 times
ULN

Considered missing,
value left blank, when
values are missing and
do not allow for the
calculation

baseline_alt and/or

max_alt_d1to5 and/or

max_alt_d6to14

are not available to calculate above criteria

Unable to be calculated due
to missingness

Notes:
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for missing

Missingis simply ‘left as missing’ (i.e. where values do not allow for outcome of 1 or 0, leave as missing) no explicit code run to code

Baseline refers to time 1 (can be baseline or day 1 to 5 value) relative to time to 2 (day 1 to 5 value or day 6 to 14 value, respectively)
_d6to14 suffix on this variable does not follow convention, it is not representative of the time period observed, rather it reflects the
time window of the last follow up window

28.10 CALCULATION OF ALI FROM GGT

ALl from GGT measures are calculated by comparing baseline and follow up values against an Upper Limit of
Normal (ULN), 2.5 times the (2.5*ULN) and 5 times the ULN (5*ULN).

ULN for GGT is stratified by sex at birth as ULN is lower in females, compared to males.

Where sex at birth is male:

e ULN is defined as 60
e 2.5timesthe ULNis 150
e 5timesthe ULN is 300

Where sex at birth is female:

e ULN is defined as 40
e 2.5timesthe ULNis 100
e 5timesthe ULNis 200

Criteria

Descriptor

ali_ggt_d1to5

Considered a case,
coded as 1, when any
of the criteria boxes
are met

baseline_ggt less than or equal to ULN
and
max_ggt_d1to5is greater than or equal to ULN*2.5

Baseline is equal to or below
ULN and follow up is greater
than 2.5 times ULN

baseline_ggt is greater than ULN

and

max_ggt_d1to5 divided by baseline_ggt is equal to or
greater than 2.5

Baseline is above ULN and
follow up is 2.5 times or more
than baseline

baseline_ggt is missing
and
max_ggt_d1to5is greater than or equal to 5*ULN

Baseline is missing and
follow up is greater than or
equalto 5times ULN

Considered not a
case, coded as 0,
when all the criteria
for case are not met
and any of the non-
case criteria boxes are
met

baseline_ggt less than or equalto ULN
and
max_ggt_d1to5is less than 2.5*ULN

Baseline is equal to or below
ULN and follow up is less
than 2.5 times ULN

baseline_ggt is greater than ULN
and
max_ggt_d1to5 divided by baseline_ggt is less than 2.5

Baseline is above ULN and
follow up is less than 2.5
times baseline
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baseline_ggt is missing
and
max_ggt_d1to5is less than 5*ULN

Baseline is missing and
follow up is less than 5 times
ULN

Considered missing,
value left blank, when
values are missing and
do not allow for the
calculation

baseline_ggt and/or
max_ggt_d1to5 and/or
are not available to calculate above criteria

Unable to be calculated due
to missingness

Notes:

Scenarios for confirming non-case (as well cases cases) are mutually exclusive, hence why only one of the scenarios needs to be
met (along with not meeting criteria for a case)

Day 6 to 14 calculation considers difference between baseline (day 1) to day 6 to 14 window, as well as
difference between day 1 to 5 window to day 6 to 14 window. ‘Baseline’ in descriptor column below refers to
first comparator time point (either baseline or day 1 to 5 window) and follow up refers to day 6 to 14 window.

Criteria

Descriptor

ali_ggt_d6to14

Considered a case,
coded as 1, when any
of the criteria boxes
are met

baseline_ggt less than or equal to ULN
and
max_ggt_d6to14 is greater than or equal to 2.5*ULN

max_ggt_d1to5 less than or equalto ULN
and
max_ggt_d6to14 is greater than or equal to 2.5*ULN

Baseline is equal to or below
ULN and follow up is greater
than 2.5 times ULN

baseline_ggt is greater than ULN

and

max_ggt_d6to14 divided by baseline_ggt is equal to or
greater than 2.5

max_ggt_d1tob5 is greater than ULN

and

max_ggt_d6to14 divided by baseline_ggt is equal to or
greater than 2.5

Baseline is above ULN and
follow upis 2.5 times or more
than baseline

baseline_ggt is missing
and
max_ggt_d6to14 is greater than or equal to 5*ULN

max_ggt_d1to5 is missing
and
max_ggt_d6to14 is greater than or equal to 5*ULN

Baseline is missing and
follow up is greater than or
equalto 5times ULN

Considered not a
case, coded as 0,
when all the criteria
for case are not met
and non-case criteria
boxes are met for all
comparisons between
time points (i.e
baseline to d1to5,
baseline to d6to14
and d1to5 to d6to14
scenarios confirm non
case)

baseline_ggt less than or equal to ULN
and
max_ggt_d6to14 is less than 2.5*ULN

max_ggt_d1to5 less than or equalto ULN
and
max_ggt_d6to14 is less than 2.5*ULN

Baseline is or below ULN and
follow upis lessthan 2.5
times ULN

baseline_ggt is greater than ULN
and
max_ggt_d6to14 divided by baseline_ggt is less than 2.5

max_ggt_d1to5is greater than ULN
and
max_ggt_d6to14 divided by baseline_ggt is less than 2.5

Baseline is above ULN and
follow upis lessthan 2.5
times baseline

baseline_ggt is missing
and
max_ggt_d6to14 is less than 5*ULN

Baseline is missing and
follow up is less than 5 times
ULN
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max_ggt_d1to5is missing
and
max_ggt_d6to14 is less than 5*ULN

Considered missing,
value left blank, when
values are missing and
do not allow for the
calculation

baseline_ggt and/or

max_ggt_d1to5 and/or

max_ggt_d6to14 and/or

are not available to calculate above criteria

Unable to be calculated due
to missingness

Notes:

for missing

Missingis simply ‘left as missing’ (i.e. where values do not allow for outcome of 1 or 0, leave as missing) no explicit code run to code

_d6to14 suffix on this variable does not follow convention, it is not representative of the time period observed, rather it reflects the
time window of the last follow up window

28.11 DERIVED ALI

ALl considering both ALT and GGT

Criteria

Descriptor

Considered a case, coded as 1, when
either of the criteria boxes for case are
met

ali_alt_d1to5is 1

ali_ggt_d1to5is 1

ALl is detected be either ALT or
GGT measurements

Considered not a case, coded as 0 when
both criteria boxes for case are not met,

ali_alt_d1to5is 0
and

(ali_ggt_d1to5is 0 or missing)

ALl is confirmed not a case when
ALl from ALT is confirmed not a
case and ALl from GGT is either
confirmed not a case or missing,
orvice versa.

ali_d1to5 and either of the criteria for non-case are | (ali_alt_d1to5is 0 or missing) - - -
met This is because clinically if it is
and not picked up by one, itis very
unlikely to be picked up by the
. . other, in addition many labs do
ali_ggt_d1toSis 0 not report out GGT
ali_alt_d1to5 is missing
Conmdqe(}l missing, value left blank, ALl cannot be confirmed due to
when missing values do not allow clear and .
o missingness
indication of case or not case
ali_ggt_d1to5is missing
Notes:
Criteria Descriptor
i li_alt_d6to14is 1
Cpnsndered a gasg, coded as 1, when ali_alt_d6to14is ALlis detected be either ALT or
either of the criteria boxes for case are
. . GGT measurements
met ali_ggt_d6to14is 1
ali_alt_d6to14is 0 ALl is confirmed not a case when
ALl from ALT is confirmed not a
and case and ALl from GGT is either
ali_d6to14 i issi
- Considered nota case, coded as 0 when ali_ggt_d6to14 is 0 or missin g?\r/]iftlzren:/z?sr:t Feaseormissing
both criteria boxes for case are not met, _88L g :
and either of the criteria for non-case are | ali_alt_d6to14is 0 or missing - . e
This is because clinically if it is
met . o
and not picked up by one, itis very
unlikely to be picked up by the
. . other, in addition many labs do
ali_ggt_déto14is 0 not report out GGT
N , |
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Considered missing, value left blank,
when missing values do not allow clear
indication of case or not case

ali_alt_d6to14 is missing
and

ali_ggt_d6to14 is missing

ALl cannot be confirmed due to
missingness

Notes:

time window of the last follow up window

_d6to14 suffix on this variable does not follow convention, it is not representative of the time period observed, rather it reflects the

Criteria

Descriptor

Considered a case, coded as 1, when
either of the criteria boxes for case are
met

ali_d1to5is 1

ali_d6to14is 1

ALl is detected duringday 1to 5
window or 6 to 14 window

ali_d1to5is 0
and
ali_d6to14 is 0 or missing

ALl is confirmed not a case when
day 1to 5 window is not a case
and day 6to 14 is not a case or

collects ALT & GGT values.

acute discharge which also collects ALT & GGT values.

acute and total discharge.

GGT values are collected in acute and total discharge.

ali_d1to14 Considered not a case, coded as 0 when missing, or vice versa.
both criteria boxes for case are not met,
and either of the criteria fornon-case are | 5|i_d1to5is 0 or missing This is because clinically if it is
met and not picked up by one, itis very
ali_d6to14is 0 unlikely to be picked up by the
other, in addition many labs do
not report out GGT
i issi lue left blank li_d1to5is missi
Consndgreq missing, value left blank, ali_d1to5is missing ALl cannot be confirmed due to
when missing values do not allow clear and missingness
indication of case or not case ali_d6to14 is missing g
Notes:

In the case participant has died before day 8 (when day 1 to 7 CRF usually opens), day 1 to 7 CRF opens to be completed where
baseline and some follow up ALT & GGT values are collected, and additionally death is recorded in acute discharge which also

In the case where participant dies between day 8 and 14 (inclusive; i.e where day 8 to 14 CRF opens on day 15), day 8 to 14 CRF
opens to be completed where baseline and some follow up ALT & GGT values are collected, and additionally death is recorded in

In the case participant withdraws before day 8, unless an acute discharge form has been completed, no data will be available for ALT
& GGT baseline or follow up values (baseline and some follow up are collected on day 1 to 7 CRF which opens on day 8).

In the case participant withdraws between day 8 and 14 (inclusive; i.e where day 8 to 14 CRF opens on day 15), day 1 to 7 CRF would
have been available for completion where baseline and some follow up values are collected for ALT & GGT.

In the case participant has an acute or total discharge before day 8 (when day 1 to 7 CRF usually opens), day 1 to 7 CRF opens to be

completed where baseline and some follow up ALT & GGT values are collected, and additionally ALT & GGT values are collected in

In the case participant has an acute or total discharge before day 8 and 14, (inclusive; i.e where day 8 to 14 CRF opens on day 15),
day 8 to 14 CRF opens to be completed where baseline and some follow up ALT & GGT values are collected, and additionally ALT &

Missingness may be due to:

e ALT or GGT measurements not being done, where this is the case, the original variable will have a
value “n/a” (this will not be the case for derived values).

e Measurements not taken due to silo in which participantis enrolled in

e Measurements not entered due to variable not available due to protocol participant was enrolled

under

e Participant withdrew before data was collected on ALT and GGT values in relevant CRFs

'ﬁ; SNAP Derived Variables Document
S NAP Version 2.0 dated 14 January 2026

Page 53 of 70




29 SERIOUS ADVERSE REACTION

Serious Adverse Reactions (SARs) are currently collected in a log outside of the database. SARs will be
collected in the database (and data retrospectively entered) once the database SAR CRF build is complete.
Hence, in the transitional time derived SAR will use the SAR log. The current derivation will not consider values
within the database. SARs are reported in the database as a binary yes/no, thereafter an additional two
additional questions (both yes/no) are asked to confirm itis a true SAR. Only after both review questions are
answered with ‘Yes’, then is the event truly considered an SAR. At time of this first document publication, a
data base bug has been noted, where exports are not as expected, and hence derivation via database fields
will not be valid.

29.1 SAR ANY DAY 1 TO g0

Derlved Derlved Varlable Variable Label/ title Data export /
variable name logic descriptor CRF
Where saris
“Yes”,codeas 1,
indicating an
SAR has
sar_any_d1to9 | occurred,

0

sar SAR SAR log

Otherwise code
as 0, indicating
no SAR has been
reported

Notes:

SAR log does not collect information in the absence of an SAR

sar_any_d1to90 indicates any SAR occurred, where multiple SARs exist for 1 participant sar_any_d1to90 should still be 1, indicating
at least 1 SAR occurred

30 CHANGE IN ASSIGNED TREATMENT (BACKBONE MSSA/PSSA)

Change in assigned treatment broadly refers to an unplanned change in randomised backbone domain
assigned treatment.

For those enrolled into backbone domain in PSSA or MSSA silo, time window of interest is platform entry (i.e
day 1) until day 90 or hospital index ends, whichever occurs first.

For those enrolled into backbone domain in MRSA silo, time window of interest is platform entry (i.e day 1)
until day 7 or hospital index ends, whichever occurs first.

For those enrolled into the EOS domain, time window of interest is platform entry (i.e day 1) until day 28 or
hospital index ends, whichever occurs first.

30.1 ASKED QUESTION - CHANGE IN ASSIGNED TREATMENT

Change in assigned treatment is asked in various CRFs. The participant’s hospital journey (i.e. whether acute
or total discharged or patient died) and silo (PSSA/ MSSA/ MRSA) dictates were change in assigned treatment
question is asked and captured or if asked at all (i.e. question does not need to be asked if no longer in
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hospital index or variable is not asked for domain participantis in). Hence, indicator variables are created to
capture whether data is truly missing.

The logic applied to indicator variables indicates where the question should have been asked and where the
value would be expected to be pulled from. Due to oversights in the database design or updates, some
scenarios exist where the question is asked where itis not needed (e.g.
d14_pssaormssa_assignedantibiochange asked, when d1to7_pssaormssa_assignedantibiochange has been
answered as “Yes”) or should have been asked but was not (e.g. when acute discharged to subsequent acute
care hospital and remains in acute care for entire study duration or when acute discharge warrants Total
Discharge to be complete and total discharge does not occur during study period, day 90 CRF should display
‘was there a change...” question, but does not).

Where question was asked, but was not needed, this data is not used. In the example above, if change
occurred and captured in day 1 to 7, a subsequent question again asking ‘was there a change...”’ can be
interpreted in various ways (e.g. was there an additional change, was there a change to new treatment
schedule applied, was there a change to the original treatment schedule and respond yes even if it has
already occurred). Additionally, change in assigned treatment is a singular end point related to randomised
treatment (either change from randomised treatment occurs or does not).

Where question was not asked (due to oversights in database design or update) and is needed, all efforts have
been made with collecting datapoints at time of v1 publication of this document.

30.1.1 DAY 1 TO 7 CRF - ‘WAS THERE A CHANGE IN ASSIGNED BACKBONE ANTIBIOTIC
FROM PLATFORM DAYS 1-7'

Variable: d1to7_pssaormssa_assignedantibiochange

Derived variable

Derived Variable Derlvgd Variable logic Variable Label/ title Data export / CRF
name descriptor

p Derived variable —
asked_ e backbone domain is 1 backbone_domain Derived variable original value from

Backbone Eligibility
Derived variable —
original value from
Backbone Eligibility or

d1to7_pssaormssa_ | and

assignedantibiocha e silois “MSSA” or “PSSA”
nge silo Derived variable
than 1, otherwise 0

Day1to7
Notes:
Even in cases where event (acute or total discharge, patient dies) question is always asked as CRF will open on event (even when on
day 1).

Where the patient withdraws (wd_withdrawalall or wd_contactfollowups) before day 7, the day 1 to 7 CRF will remain locked and
question is not available to answer.

30.1.2DAY 8 TO 14 CRF - “WAS THERE A CHANGE IN ASSIGNED BACKBONE ANTIBIOTIC
FROM PLATFORM DAYS 8-14'

Variable: d14_pssaormssa_assignedantibiochange
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Derived variable

Derived Variable
name

Derived Variable logic
descriptor

Variable

Label/ title

Data export / CRF

Where
. backbone_domainis 1

Derived variable -

backbone_domain Derived variable originalvalue from

and Backbone Eligibility
e silois (“MSSA” or

“PSSA”) Derived variable -
and originalvalue from

silo Derived variable

Backbone Eligibility or
Day1to7

e crf_d8to14_requiredis 1

and

e d1to7_pssaormssa_assig
nedantibiochange is
“No” or missing (i.e not
“Yes”; change has not

Date of discharge

asked_d14_pssaorm .
from total index

ssa_assignedantibio

tdis_dischargedate hospitalisation Totaldischarge

change
8 already occurred) (Discharge from a
non-acute bed)
then code as 1, indicating
question is shown, d9o0_dod Date of death Day 90
otherwise, code as 0,
T . Derived variable —
indicating question not shown o
. . platform_entry_date_loc . . original calue from
under circumstances where it Derived variable .
al Participants enrolled
would not be expected/
. export
required
Notes:

d14_pssaormssa_assignedantibiochange does not contain differences based on protocol version number

30.1.3 ACUTE DISCHARGE CRF - "WAS THERE A CHANGE IN ASSIGNED BACKBONE
ANTIBIOTIC FROM PLATFORM DAY 15 <DATE> TO ACUTE DISCHARGE?’

Variable: adis_pssaormssa_anyantibiotic

This variable is specific to those in the PSSA / MSSA silo, under the backbone domain and asked when acute
discharge occurs on day 15 or later.

Where an acute discharge occurs on day 1 to 7 and patient is still in hospital index, where ‘Was there a
change..” question is still expected, this is captured in day 1 to 7 CRF (CRF opens on event) and later in the
Total Discharge CRF that covers from acute discharge date to Total Discharge date (i.e total hospital index).

Where an acute discharge occurs on day 8 to 14 and patient is still in hospital index, where ‘Was there a
change..” question is still expected, this is captured in day 1 to 7 CRF (opens automatically on day 8), day 8 to
14 CRF (opens on event) and in Total Discharge CRF that covers from acute discharge date to Total Discharge
date (i.e total hospital index).
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Derived variable

Variables and raw data

Derived Variable
name

Derived Variable logic descriptor

Variable

Label/ title

Data export / CRF

asked_adis_pssa
ormssa_anyanti

Where

. backbone_domainis 1
and

e silois (“MSSA” or “PSSA”)
and

° daydiff_platform_entry_adis_transfer_d
ate is equalto or greater than 15 days
and

e d1to7_pssaormssa_assignedantibiocha
nge is “No” or missing (i.e not “Yes”;
change has not already occurred days 1
to7)

and

backbone_doma
in

Derived variable

Derived variable —
original value from
Backbone
eligibility

silo

Derived variable

Derived variable —
original value from
Backbone
Eligibility or Day 1
to7

daydiff_platform
_entry_adis_tran
sfer_date

Derived variable

Derived variable —
original value from
Acute Discharge

biotic
e d14_pssaormssa_assignedantibiochan
ge is “No” or missing (i.e not “Yes”;

change has not already occurred days 8 d1to7_vitalstatu

to 14) s Vital status at Day 7

Day1to7

then code as 1, indicating question is
shown,

414 vitalstatus Vital status at Day
otherwise, code as 0, indicating question not 14

shown under circumstances where it would
not be expected/ required

Day8to 14

Notes:
daydiff_platform_entry_adis_transfer_date criteria will remove where acute discharge form is not filled out (ie not needed) as these
will contain missing values and therefore will not meet criteria and hence be coded as 0

adis_pssaormssa_anyantibiotic is also only asked where d1to7_vitalstatus & d14_vitalstatus is “Alive” or “Unknown”, not when
missing or “Died”. This however is handled by data cleaning checks. Where patient dies in days 1 to 14, this is also captured in
acute discharge form, and change question will not be shown as daydiff_platform_entry_adis_transfer_date will be less than 15
days. Data claning checks ensure no data entry issues, as it is possible for data entered to be a mismatch between day 1to 7 and
day 8 to 14 crfs, vitial status and date of death.

30.1.4 TOTAL DISCHARGE CRF - ‘WAS THERE A CHANGE IN ASSIGNED BACKBONE
ANTIBIOTIC FROM ACUTE DISCHARGE <DATE> TO TOTAL HOSPITAL DISCHARGE
<DATE>'’

Variable: tdis_pssaormssa_assignedantibioticchange

This variable is specific to those in the PSSA / MSSA silo, under the backbone domain and asked when acute
discharge warrants a Total Discharge CRF to be completed (see derived variable crf_tdis_required above for
cases in which Total Discharge CRF is required).

This variable captures change in assigned backbone treatment from acute discharge to total discharge (i.e.
total hospitalindex). Prior to acute discharge, change is captured in the Day 1 to 7 CRF. If acute discharge
occurs on day 8 or later is change is captured additionally in the day 8 to 14 CRF (opens on event if acute
discharge is day 8 to 14 or automatically opens day 15 onwards). If acute discharge occurs on day 15 or later,
change is captured additionally in the Acute Discharge CRF. Hence total hospital index is covered in the event
of an acute discharge that warrants a total discharge.
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Derived variable

Variables and raw data

Derived
Variable name

Derived Variable logic descriptor

Variable

Label/ title

Data export / CRF

asked_tdis_ps
saormssa_assi
gnedantibiotic

Where,

. backbone_domainis 1
and

e silois (“MSSA” or “PSSA”)
and

e crf_tdis_requiredis 1

and

e d1to7_pssaormssa_assignedantibioc
change is “No” or missing (i.e not
“Yes”; change has not already
occurred days 1to 7)

and

e d14_pssaormssa_assignedantibiocha
nge is “No” or missing (i.e not “Yes”;
change has not already occurred days

backbone_domain

Derived variable

Derived variable —
original value from
Backbone eligibility

silo

Derived variable

Derived variable —
original value from
Backbone Eligibility
orDay1to7

crf_tdis_required

Derived variable

Derived variable

Was there a change

810 14)
change and d1to7_pssaormss in assigned
e adis_pssaormssa_anyantibiotic is a_assignedantibio backbone antibiotic Day1to7
“No” or missing (i.e not “Yes”; change change from platform Days
has not already occurred in days 15 to 1-7
acute discharge day)
Was there a change
d14_pssaormssa_ | inassigned
then code as 1, indicating question is assignedantibioch | backbone antibiotic | Day8to 14
shown, ange from platform Days
8-14
otherwise, code as. 0, indicating quest|o.n Was there a change
not shown under circumstances where it . .
. in assigned
would not be expected/ required . —
adis_pssaormssa_ | backbone antibiotic .
S Acute Discharge
anyantibiotic from platform Day
15 <insert date>to
acute discharge
Notes:

Day difference between entry and total discharge date does not matter, even when on platform day 1 question will show

30.1.5 DAY 90 CRF - '"WAS THERE A CHANGE IN ASSIGNED BACKBONE ANTIBIOTIC
FROM PLATFORM DAY 15 TO PLATFORM DAY go’

Variable: d90_pssaormssa_assignedantibioticchange

This variable should be asked to those in the backbone domain under the PSSA or MSSA silo for patients who have

reached day 90, have not been reported as dead, and still in hospital index (total index hospitalisation) at day 90.

In hospital index (total index hospitalisation) at day 90 means the participant:

e has not died during the study period

o has not been acute discharge home during study period

e total discharge has not occurred during the study period
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Derived variable

Variables and raw data

ssaormssa_a

d1to7_pssaormssa_

assigned backbone

Derived
Variable Derived Variable logic descriptor Variable Label title Data export / CRF
name
Where
e  backbone_domainis 1 Derived variable -
and backbone_domain Derived variable originalvalue from
e silois (“MSSA” or “PSSA”) Backbone eligibility
and
e daydiff_platform_entry data_do Derived variable -
wnload is equal to or greater silo Derived variable original value from
than 90 days Backbone Eligibility
and orDay1to7
e end_acute_hospital_indexis 0
(i.e. stillhospital index) or .
tdis_dischargeduring90days is ?ya‘gd;:;—‘;lia‘:l?j“t Derived variable Derived variable
"No - Close form" - -
and
e d1to7_pssaormssa_assignedant
ibiochange is “No” or missing o . . . .
(i.e not “Yes”; change has not end_hospital_index Derived variable Derived variable
already occurred days 1 to 7)
and
asked_d90_p | e  d14_pssaormssa_assignedantib Was there a change in

database

tdis_dischargedate used as proxy to indicate patient was not totally discharged before reached day 90
d90_dod is empty used as proxy to indicated patient was alive at day 90, day_dod if filled when dod is recored elsewhere in the

: e iochange is “No” ormissing (i.e | assignedantibiochan o Day1to7
ssignedantibi not “Yes”; change has not ge antibiotic from platform
oticchange already occurred days 8 to 14) Days 1-7
and . L Was there a change in
° gd‘l‘s_p”ssaormsga_gnyannfnoni d14_pssaormssa_as | assigned backbone Dav 8to 14
is “No” or missing (i.e not “Yes”; signedantibiochange | antibiotic from platform y
change has not already occurred Days 8-14
in days 15 to acute discharge
day) Was there a change in
. assigned backbone
and adis_pssaormssa_a .|g_n ) n .
* tdis_pssaormssa_assignedantib | nyantibiotic ant|b|0t|(.: from platform Acute Discharge
ioticchange is “No” or missing Day 15 <insert date>to
(i.e not “Yes”; change has not acute discharge
already occurred in days 15 to
acute discharge day) Was there a change in
o L . assigned backbone
then code as 1, indicating question is | tdis_pssaormssa_as antibiotic from acute
shown, signedantibioticcha discharge <insert date> to Total Discharge
other\{wse, code as 0, indicating nge total hospital discharge
question not shown under <insert date>
circumstances where it would not be
expected/ required
Notes:

30.2 CHANGE IN ASSIGNED BACKBONE TREATMENT - DAY 1 TO 90

This variable captures change in assigned backbone treatment for the entire study period, orin the case

where a patient event occurs (e.g. discharged home), the total hospital index.

Notes:

Some missingness may occur due to oversights in the database design or update where question was not asked
and should have; see intro text above in section beginning ‘Asked question — Change in assigned treatment’ for details

on when question expected.
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Currently this variable only captures change in assigned backbone treatment for those in the MSSA/ PSSA
silo. MRSA silo will be added. Due to time demands with publishing this document as an associate document

with the SAP for the MSSA and PSSA silos in the backbone domain, those domains were prioritised.

Variables used, not already specified

platform Days 8-14

Variable Label/ title Data export / CRF

d1to7 _pssaormssa_assignedantibiochange Was there a change in assigned backbone antibiotic from Day1to7
platform Days 1-7

d14_pssaormssa_assignedantibiochange Was there a change in assigned backbone antibiotic from Day8to 14

adis_pssaormssa_anyantibiotic

platform Day 15 [date] to acute discharge

Was there a change in assigned backbone antibiotic from

Acute Discharge

adis_pssaormssa_anyantibiotic_reasonwhy

Reason why

Acute Discharge

tdis_pssaormssa_assignedantibioticchange

Was there a change in assigned backbone antibiotic from
acute discharge [date] to total hospital discharge [date]

Total Discharge

why

tdis_pssaormssa_assignedantibioticchange

Reason why

Total Discharge

Was there a change in assigned backbone antibiotic from

name

logic descriptor

d90_pssaormssa_assignedantibioticchange platform Day 15 [date] to platform Day 90 [date] Day 90

d90_pssaormssa_assignedantibioticchange Reason why Day 90

why

Derived Variable Derived Variable L Descriptor
Criteria

change_assigne
d_treatment_bac
kbone_d1to90

Considered a
case, coded as 1,
when any of the
criteria boxes are
met

asked_d1to7_pssaormssa_assignedantibiochange is 1
and
d1to7_pssaormssa_assignedantibiochange is “Yes”

asked_d14_pssaormssa_assignedantibiochange is 1 and
d14_pssaormssa_assignedantibiochange is “Yes”

asked_adis_pssaormssa_anyantibiotic is 1
and
adis_pssaormssa_anyantibiotic is “Yes”

asked_tdis_pssaormssa_assignedantibioticchange is 1
and
tdis_pssaormssa_assignedantibioticchange is “Yes”

asked_d90_pssaormssa_assignedantibioticchange is 1
and
d90_pssaormssa_assignedantibioticchange is “Yes”

Change in backbone
treatmentis reported as
“Yes” at any timepoint

Considered nota
case, coded as 0,
when all the
criteria for case
are not met and all
non-case criteria
boxes are met

asked_d1to7_pssaormssa_assignedantibiochange is 0
or
d1to7_pssaormssa_assignedantibiochange is “No”

asked_d14_pssaormssa_assignedantibiochange is 0
or
d14_pssaormssa_assignedantibiochange is “No”

asked_adis_pssaormssa_anyantibiotic is 0
or
adis_pssaormssa_anyantibiotic is “No”

asked_ tdis_pssaormssa_assignedantibioticchange is 0
or
tdis_pssaormssa_assignedantibioticchange is “No”

asked_d90_pssaormssa_assignedantibioticchange is 0
or
d90_pssaormssa_assignedantibioticchange is “No”

Change in backbone
treatmentis reported as “No”
in alltime points where
question was expected (see
intro text above in section
beginning ‘Asked question -
Change in assigned
treatment’)
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Considered
missing, value left
blank, when values
are missing and do
not allow for
calculation

asked_d1to7_pssaormssa_assignedantibiochange is 1
and
d1to7_pssaormssa_assignedantibiochange is missing

or

asked_d14_pssaormssa_assignedantibiochange is 1 and
d14_pssaormssa_assignedantibiochange is missing

or
asked_adis_pssaormssa_anyantibiotic is 1

and

adis_pssaormssa_anyantibiotic is missing

or

asked_tdis_pssaormssa_assignedantibioticchange is 1
and

tdis_pssaormssa_assignedantibioticchange is missing
or

asked_d90_pssaormssa_assignedantibioticchange is 1

and
d90_pssaormssa_assignedantibioticchange is missing

Change in backbone
treatment is missingin any of
the time points where
question was expected and
therefore cannot confirm
whether change occurred or
not (see intro text above in
section beginning ‘Asked
question - Change in
assigned treatment’ for
details on when question
expected)

Notes:

30.3 REASON CHANGE IN ASSIGNED BACKBONE TREATMENT - DAY 1 TO 90
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Derived variable

Variables and raw data

eis1

and

d90_pssaormssa_assignedantibioticchange is
“Yes”, use valuein
d90_pssaormssa_assignedantibioticchangewhy,

Otherwise leave missing indicating either no
change had occurred or change reason is missing

change

Derived Data export /
Variable Derived Variable logic descriptor Variable Label/ title CRE P
name
asked_d1to7_pssaorm .
. L . . Derived
ssa_assignedantibioc | Derived Variable .
Variable
hange
Was there a
changein
assigned
d1.to7_pssa‘10.rmssa_as backbone Day1to7
signedantibiochange S
antibiotic from
platform Days 1-
Where 7
asked_d1to7_pssaormssa_assignedantibiochang | d1t07_pssaormssa_as
eis1and signedantibiochangew | Reason why Day1to7
d1to7_pssaormssa_assignedantibiochange is hy
“Yes”, then use value in asked_ Deriv
. . . ed
d1to7_pssaormssa_assignedantibiochangewhy, d14_pssaormssa_assi | Derived Variable Variable
gnedantibiochange
Otherwise, where d14_pssaormssa_assi | Wastherea
asked_ d14_pssaormssa_assignedantibiochange gnedantibiochange changein
is1and assigned
d14_pssaormssa_assignedantibiochange is backbone Day8to 14
“Yes”, then use value in antibiotic from
d14_pssaormssa_assignedantibiochangewhy, platform Days 8-
14
Otherwise, where d14_pssaormssa_assi
asked_adis_pssaormssa_anyantibioticis 1 gnedantibiochangewh | Reason why Day8to 14
and y
reason adis_pssaormssa_anyantibiotic is “Yes”, then use | asked_adis_pssaorms . . Derived
: : L Derived Variable .
change_assig | valuein sa_anyantibiotic Variable
ned_treatme | adis_pssaormssa_anyantibiotic_reasonwhy, adis_pssaormssa_any | Was there a
nt_backbone antibiotic changein
_d1to90 Otherwise, where assigned
asked_tdis_pssaormssa_assignedantibioticchang backbone Acute
eis1 antibiotic from Discharge
and platform Day 15
tdis_pssaormssa_assignedantibioticchange is <insert date>to
“Yes”, use valuein acute discharge
tdis_pssaormssa_assignedantibioticchangewhy, adis_pssaormssa_any Acute
L - Reason why .
antibiotic_reasonwhy Discharge
Otherwise, where asked_tdis_pssaorms Derived
asked_d90_pssaormssa_assignedantibioticchang | sa_assignedantibiotic | Derived Variable y er'lvt?l
- ariable

tdis_pssaormssa_assi
gnedantibioticchange

Was there a
changein
assigned
backbone
antibiotic from
acute discharge
<insert date>to
total hospital
discharge <insert
date>

Total Discharge

tdis_pssaormssa_assi
gnedantibioticchange
why

Reason why

Total Discharge

asked_d90_pssaorms

;‘;;%.3
SNAP

sa_assignedantibiotic | Derived Variable De|j|ved
Variable
change
SNAP Derived Variables Document
Version 2.0 dated 14 January 2026 Page 62 of 70



d90_pssaormssa_assi | Was there a
gnedantibioticchange | changein
assigned
backbone
antibiotic from Day 90
platform Day 15
<insert date>to
platform Day 90
<insert date>

d90_pssaormssa_assi
gnedantibioticchange | Reason why Day 90
why

Notes:

31 PERIPHERALLY INSERTED CENTRAL CATHETER (PICC)/OTHER
CENTRAL VENOUS CATHETER COMPLICATIONS REQUIRING LINE

REMOVAL (DOMAIN-SPECIFIC ESTIMAND A1.8)

Peripherally inserted central catheter (PICC)/other central venous catheter complications requiring line
removal during the total index hospitalisation

Derived variable Variables and Variables and raw data
Derived
Variable Derived Variable logic descriptor Variable Label title

name

Data export /
CRF

picc_total_h
osp_index

Notes:

32 SAR RELATED TO BACKBONE-DOMAIN

Derived variable Variables and raw data
Derived Data export /
Variable Derived Variable logic descriptor Variable Label title CRE
name
Where an SAR is logged, that is related to which_protocol_tr | Which protocol SAR o
backbone treatment and association is eatment treatment g
sar_assigned | definitely, probably or possibly, assign 1 (has
_treatment_b | experienced at least 1 SAR related to assigned association_with_ o )
ackbone backbone treatment), else assign 0 (no evidence | protocol_treatmen Association with SAR log
to indicate had SAR related to backbone, t protocol treatment
presumed not to have experienced)
Notes:

33 PROTOCOL ADHERENT ADJUNCTIVE DOMAIN

s
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Derived variable Variables and Variables and raw data
Derived Data export/
Variable Derived Variable logic descriptor Variable Label/ title CRIF:)
name
Where participant is enrolled into adjunctive . . Derived
. . adj_domain .
domain, calculate n of non-missing doses. variable
d1to7_adj_ivclindamycindoses Day1to7
Where randomised to receive Adjunctive d1to7_adj_oralclindamycindoses Day1to7
Clindamycin and total does is 10 or more, d1to7_adj_lincomycindoses Day1to7
assign 1 (is treatment adherent), else where d1to7_adj_linezoliddoses Day1to7
randomised to receive Adjunctive d1to7_adj_twoormoredosesnoadi
adjunctive_r | Clindamycin and total does is less than 10, dom
andomised_ | assign 0 (not treatment adherent),
treatment_a
dherent Where randomised to receive No Adjunctive
Clindamycin and
d1to7_adj_twoormoredosesnoadjdom is No, . . Derived Derived
assign 1 (adherent did not receive more than | @di-randomised_treatment variable variable
2 does), else where randomised to receive
No Adjunctive Clindamycin and
d1to7_adj_twoormoredosesnoadjdom is
Yes, assign 0 (not treatment adherent)
. Derived
N . daydiff_platform_entry_dod variable
Where participant died before day 7, day 7 -
. . . . Derived
vital status is unknown, withdrew before day | vitalstatus_d1to7 variable
. 7o Wen',( t,o another acutg care provider daydiff_platform_entry_wd_data_ Derived
adj_treatme | where clinical data unavailable before day 7, - .
. collection_end_date variable
nt_observab | then assign O (not observable for 7 days),
. . Acute
le_7_days adis_dischargedto .
. . - Discharge
else assign 1 (no evidence to indicate not - —
adis_clinicaldatasubsequentacut Acute
observable, presumed to be observable for 7 ) ;
days) eprovider Discharge
daydiff_platform_entry_adis_crf_ Derived
data variable
Where a protocol deviation is logged and pd_typeofdevation
type of deviation is “Randomisation (into the
core platform or a domain) of ineligible
pd_not_eligi | participant” and is related to Adjunctive
ble_adj domain, then assign 1 (indicates pd_domain_related
randomised into adjunctive but evidence
after randomisation indicated that this
participant was ineligible)
Where evidence indicates participant was pd_not_eligible_platform
not enrolled when ineligible and are pd_not_eligible_adj
protocol_ad | observable for 7 days and are adj treatment adj_treatment_observable_7_day
herent_adju adherent and silo is not misclassified, then s
nctive assign 1 are protocol adherent, else assign 0 | adjunctive_randomised_treatmen
(lack of evidence to confirm adherence, t_adherent
presumed to be non-adherent to protocol) silo_misclassification
Notes:
Where type of deviation is “Randomisation (into the core platform or a domain) of ineligible participant” and is related to core, this
distinguishes whether randomisation with later evidence indicating participant was ineligible was for the core or domain. Domain
related is not mutually exclusive can be both.
Recommendation for protocol_adherent_adjunctive to be set to ‘NA’ when not in adjunctive domain, to avoid potential confusion
and misuse

Adjunctive protocol adherent =

e Silo not misclassified

e Notrandomised when should not have been
o pd_not_eligible_platform — should be with backbone as orig
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o pd_not_eligible_adj
e Observable for 7 days
e Treatment adherent

34 ALL-CAUSE DIARRHOEA DOMAIN REVEAL TO DAY 14 (DOMAIN-

SPECIFIC ESTIMAND B.2)

Derived variable Variables and raw data

DIITEE) Data export /
Variable Derived Variable logic descriptor Variable Label title CRE P
name

Did the participant
have diarrhoea any
time from platform
Day 1 <Insert date of Day1to7
Day 1> to Day 7

diarrhoea_d1 <Insert date of Day 7>

inclusi
to14 Where both d1to7_adj_diarrhoea and |n.c usive —
Did the participant

d14_adj_diarhoea are No, assign 0 .
-aa.dl '8 have diarrhoea any

d14_adj_diarhoea | time from platform Day 8to 14
Day 8 to Day 14
(inclusive)
Did the participant
have diarrhoea any
time from platform
Day 1 <Insert date of Day1to7
Day 1>to Day 7
diarrhoea_d1 <Insert date of Day 7>
to7 Where d1to7_adj_diarrhoeais No, assign 0 |n.clu3|ve —

Did the participant

have diarrhoea any

d1to7_adj_diarrho
Where d1to7_adj_diarrhoea or ea
d14_adj_diarhoeais Yes, assign 1,

d1to7_adj_diarrho
ea
Where d1to7_adj_diarrhoeais Yes, assign 1,

d14_adj_diarhoea | time from platform Day8to 14
Day 8to Day 14
(inclusive)
Where died whilst in acute care on or before day | end_acute_hospit | Derived Variable Derived
7, use value in diarrhoea_d1to7, al_index_alive Variable
daydiff_platform_e | Derived Variable Derived
Where died in acute care on or after day 8, use ntry_dod Variable
value in value in diarrhoea_d1to14 daydiff_platform_e | Derived Variable Derived
ntry_adis_crf_data Variable
Where acute discharge data date is less than or _date
diarrhoea_d1 | equalto 7, use value in diarrhoea_d1to7, else if withdrew_during_a | Derived Variable Derived
to14_estima acute discharge data date is day 8 or later, use cute_hospital_inde Variable
nd value in value in diarrhoea_d1to14, X
daydiff_platform_e | Derived Variable Derived
Where did not leave acute care during study 90 ntry_wd_data_coll Variable
days, use value in diarrhoea_d1to14, ection_end_date
Derived Variable Derived

Where withdrew on or before 7 days, use value diarrhoea_d1to7 Variable

diarrhoea_d1to7, else if withdrew day 8 or later, . . . Derived
use diarrhoea_d1to14 diarrhoea_d1to14 Derived Variable Variable

Notes:
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35 CHANGE IN C-REACTIVE PROTEIN (CRP) (DOMAIN-SPECIFIC

ESTIMAND B.3)

Change in C-Reactive Protein (CRP) from platform day 1 until day 5 (+/-1day).

Derived variable

Variables and raw data

L Data export/
Variable Derived Variable logic descriptor Variable Label title CRE P
name
_ dTto7_adj_dShighc | o<t CRP day 1 Day1to7
crp_differenc . rp_as_mgl
e d1to5 Day 5 value minus day 1 value 4107 btod1higher
- -Ptpainig Highest CRP day 5 Day1to7
p_as_mgl
Notes:

Impossible values should be cleaned out, i.e where died or withdrew before day 4 (day 4 as day 5 measurement has allowance of
plus or minus 1 day)

36 PERSISTENT BACTERAEMIA AT DAY 5 (DOMAIN-SPECIFIC

ESTIMAND B.4)

Persistent bacteraemia at

- Does have allowance +/1

Derived variable

Variables and raw data

Derived
Variable
name

Derived Variable logic descriptor

Variable

Label title

Data export /
CRF

blood_cultur
e_d2

Where indicates a positive result (MSSA, PSSA,
MRSA or Susceptibility not tested), assign value
“Positive”,

Where d1to7_pd2bloodculturecollected is No,
assigned value “Blood Culture not collected”,

Else leave as value in result (will be missing or
"No growth of S. aureus")

d1to7_pd2bloodcu
lturecollected

Did the participant
have a blood culture
collected on Platform
Day 2 <date of
platform entry +1> +/-
1 day

d1to7_pd2bloodcu
ltureresult

Result

blood_cultur
e_d5

Where indicates a positive result (MSSA, PSSA,
MRSA or Susceptibility not tested), assign value
“Positive”,

Where d1to7_pd2bloodculturecollected is No,
assigned value “Blood Culture not collected”,

Else leave as value in result (will be missing or
No growth of S. aureus)

d1to7_pd5bloodcu
ltureresult

Did the participant
have a blood culture
collected on Platform
Day 5 <date of
platform entry +5> +/-
1 day

d1to7_pd5bloodcu
ltureresult

Result

persistent_b

Where blood culture d5 indicates positive,
assign value 1, where blood culture d5 indicates
No growth of S. aureus, assign 0,

blood_culture_d2

Derived variable

acteraemia_ Where blood culture d5 is not collect4ed on

d5 missing (no value available) and blood culture
on day 2 is No growth of S. aureus, assign 0, blood_culture_d5 Derived variable
Else leave as missing

Notes:

Impossible values should be cleaned out, i.e where died or withdrew before day 4 (day 4 as day 5 measurement has allowance of
plus or minus 1 day)

;ﬁz
SNAP

SNAP Derived Variables Document
Version 2.0 dated 14 January 2026

Page 66 of 70



37 SIRS CRITERIA SIMULTANEOUSLY ON DAY 5 (DOMAIN-SPECIFIC

ESTIMAND B.5)

- day5does not have an allowance of +/- 1 day unlike many other measured outcomes.

- Dataentryrulesif gohome

Derived variable Variables and raw data
Derived Data export /
Variable Derived Variable logic descriptor Variable Label title CRE
name
Did the participant
satisfy 2 or more SIRS
d1to7_sirscriteria grlterla _at any §|ngle Day1to7
time point during
calendar day 5 <insert
Where participant died before day 5, went to - date of Day 5>
subsequent acute care provider where clinical daydiff_platform_e Derived Variable
data unavailable or withdrew before day 5, ntry_dod
assigned value NA (missing, excluded as per adis_dischargedto | Derived Variable Acute
SAP), - Discharge
o . adis_clinicaldatas Acute
sirs d5 Where participant was discharged home on or ubsequentacutepr | Derived Variable Discharge
- before day 5, assign value 0 (follows data entry ovider
rules), daydiff_platform_e
ntry_adis_crf_data | Derived Variable
Where SIRS response is Yes, assign 1 (met 2 or _date
more SIRS criteria), else where SIRS responseis | daydiff_platform_e
No, assign 0 (did not meet 2 or more SIRS ntry_wd_data_coll | Derived Variable
criteria) ection_end_date
end_total_hospital | o .o Variable
_index_alive
daydiff_platform_e
ntry_end_total_ho | Derived Variable
spital_index_alive
Notes:
Impossible values should be cleaned out, i.e where died or withdrew before day 4 (day 4 as day 5 measurement has allowance of
plus or minus 1 day)

38 SAR RELATED TO ADJUNCTIVE DOMAIN (DOMAIN-SPECIFIC

ESTIMAND B.7)

Derived variable Variables and raw data
DIETEe Data export /
Variable Derived Variable logic descriptor Variable Label/ title CRE
name
Where an SAR is logged, that is related to which_protocol_tr SAR o
adjunctive treatment and association is eatment g
sar_assigned | definitely, probably or possibly, assign 1 (has
_treatment_a | experienced at least 1 SAR related to assigned association_with_
dj_d1to90 adjunctive treatment), else assign 0 (no protocol_treatmen
evidence to indicate had SAR related to t
adjunctive, presumed not to have experienced)
Notes:
%
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39 DESIRABILITY OF OUTCOME RANKING CATEGORY (DOOR1) -

ADJUNCTIVE (DOMAIN-SPECIFIC ESTIMAND B.8)

Desirability Of Outcome Ranking category Modified Antibacterial Resistance Leadership Group (ARLG)
version is also referred to as DOOR 1. DOOR 1 excludes ranking by the modified FBIS score (quality of life) as
detailed in SAP (all versions). DOOR1 for Adjunctive domain is modified, collapsing new focus of infection
from day 15 to day 90 and SAR related to the adjunctive domain. This is due to nature of study arms for

adjunctive domain (adjunctive treatment and no adjunctive treatment) where SARs are only observable in the
treatment arm. Therefore, the ranking for DOOR2 adjunctive is 1, 2, 3 or 4, where:

e 4=notalive at 90 days

e 3= alive and 2/2 (micro treatment failure, infectious complication/SAR)

e 2= alive and 1/2 (micro treatment failure, infectious complication/SAR)

e 1 =alive and 0/2 (micro treatment failure, infectious complication/SAR)

Derived variable Variables and raw data
G Data export /
Variable Derived Variable logic descriptor Variable Label title CRF
name

Where either of new_foi_d15tod90 or

sar_assigned_treatment_adj are 1, then assign . . .
door_arlg adj | 1, new_foi_d15tod90 | Derived variable
_infectious_c
omplication_ | Elseif both new_foi_d15tod90 and
or_sar sar_assigned_treatment_adj are 0, than 0, sar_assigned_treat . .

- Derived variable
ment_adj

Else leave as missing

Where vitalstatus_d1t090 is “Dead”, assign rank | vitalstatus_d1to90 | Derived variable

4, else sum across alive_at_90_days, alive_at_90_days Derived variable

micro_treatment_failure_d15t090, micro_treatment_f Derived variable
door_arlg_adj | door_arlg_adj_infectious_complication_or_sar ailure_d15t090

for ranking. Where any components are missing, | door_arlg_adj_infe

leave as missing. ctious_complicati Derived variable

on_or_sar

Notes:

40 DESIRABILITY OF OUTCOME RANKING CATEGORY (DOOR2) SNAP

VERSION - ADJUNCTIVE (DOMAIN-SPECIFIC ESTIMAND B.9)

Desirability Of Outcome Ranking SNAP version is also referred to as DOOR 2. DOOR 2 excludes ranking by
hospital length of index admission as detailed in SAP (all versions).
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Derived variable Variables and raw data
Derived Data export /
Variable Derived Variable logic descriptor Variable Label title CRE
name
S:qrg:ts_:izedi—tgggt Derived variable
Where any of SAR or safety outcomes is 1,
door_snap_a . . -

. assign 1, where all are 0, assign 0, else leave as aki_d1to90_comp . .
dj_sar_safety = . L . Derived variable
“outcome missing (i.e cases where combination of 0 and osite _ :

NA) rrt_d1to90 Derived variable

rrt_postd90 Derived variable
cdiff_d1to90_com | Derived variable
posite

Where vital status at 90 days is Dead, assign 5, vitalstatus_d1to90 | Derived variable
fbis_return_d90 Derived variable

Where alive and did return to usual level of

function and no SAR or safety outcome is not

met, assign 1,

Where alive and did return to usual level of

function and SAR or safety outcome is met,

assign 2,

g;:or_snap_a Where alive and did not return to usual level of door_snap_adj_sar
function and SAR or safety outcome is not met, - - Derived variable
. _safety_outcome

assign 3,

Where alive and did not return to usual level of

function and SAR or safety outcome is met,

assign 4,

Where rank cannot be calculated due to

missing, leave as missing

Notes:
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