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4 Introduction

( y" caused“ by Scmstogomrasrs manson (1)
nua! preventatlve chemotherapy (PO)

of the safe and efﬁcacmus drug
er, m area_s of mtense transmlssmn ( hotspots ) of the

. "d:sease MDA 1 . falll'ng 1 'decrease tnfectlon mten5|ty (3- -5): Worrymgly fibrotic
: > ar cted to those of the older generatlon ru!lng out the scenario
- 'that the flbro':_" 3

' due to’ chlldhood exposure amongst those too old to
'have recelved treatment thy _ugh M'DA ':'_:_';hen they were school ageci This trlal will

' lmvestlgate the ffectlveness' of ncreasmg the number of treatment doses of PZQ
t the yearin an lnfectl nf hotspot &H the prevalence of childhood -

Zglven through'

. _?perlportal'flbrosm Th stahdard_ annual closmg W|II be compared wrth two
- :_mterventlon arms on » with twice yfearhar dosmg and one W|th four tlmes yearly

_ '?dosmg S

Purpose of the analyses

3 Z'The anaiy51s will valua hether mcreasmg treatment frequency W|th prazrquantel :

_throug Eschool--based /¢ _hool ~comminit 4 based dellvery strategles reduces the

- ';prevalence of chlldhood perlportal flbr05|s in schlstosom:a3|s morbldlty hot-spots
._f:.after two years of mterventlon comparmg the standard one dose per year to two
' --interventlon arms one W|th a twice. yeariy dosmg and the other W|th a four yearly
_-dosmg

 Abstract SAP version 2.0: FibroSeHot1 8 Daté of Version 23/06/2023 : Page 6 of 44
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s Study Objectives and Endpoints

5.1 Study Objectives
(ICH E3 8) '

ki '._5 I 1 Prlmary objectlve

To-com pare the effect of 2x and 4x treatments. annually with q'uan't'e_l_ to the

standard Ix annua! treatment on the prevalence of Schfstoso

ansoni
assouated perlportal flbresm of the Iwer |

5 1__2 Secondary objective

e '-'-'_ _ 0 -ompare the effect of 2x and 4x treatments annually with antel t _
standard lx annual treatment on the mean mfectlon |nten5|ty _c‘hrstosoma

' mansog;

- Explor_atory objectlves ) _
o -_'-.__.'Compare the. effect'of 2x and 4 x treatments annually with P ’"t'h_e_ s_t__-a_nda_rd

o s '-l..;-:x---\an nual fréatment on the Egg Reduction Rate (ERR)

'_ Compare the Ieffect”qfi'Zx and 4 x _treatm_e_nt_s- annually with PZ "'
- 1x annual treatment on the point prevalence.

| '_':""_':_:Cdrn_p;afef the effect of 2x and 4 x treatments annually with PZQ to'the standard

1 _’__nh_ual-treatmént;on the cure rate.

o -'Estlmate the efﬁmency of usmg mfectlon mten5|ty 1o predlct

ccurrence of .
S AR, |

o ?ﬁ_?5:-"??:i_*’E'??d_P-"i“.’551"--'-'

'5.2.1 Primary endpoint

" .Abstract SAP version 2.0: FIDroSEHoU18 bate of Version 23/06/2023 Page 7 of 44 -
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8 ':__Schfsrosom mansammfectron mtensmes as measured by I(ato-Katz (KK) -

."'faecal egg counts. (6), measured at 2-years post T treatment follow up

. : 523 .Ex ploraton Z“dip"'“ts

e .Sbesrosam mankonr Egg Reductlon Rate (ERR) measured between
' N o Pomt ___aselme and basellne +4 weeks '
o Basellne and 2 years . 4 weeks

= o '2 "ears-"and_z years +4 weeks

ears post lst treatment
e Cure rate bet L '_ ; _
i o' :Basehne and"baselme +4 weeks
o ° Basehne and 24 months

o Ba '“!lne and 24 months +4 weeks

' -AdverseEv ts: measured at baselme and 24 months
o 'Dlgestlve AE 's ~:4.5,6, 7 or 12 on CRF see Also sectron 11 6f SAP: (Yes
/'Noy -
'_ ":"___'urologlca! AE’s =1, 2 3 8, 9 or 1 1 0n CRF see A!so section 11 of SAP

control arm |s th_ standard annual dose of praZIquantel mterventlon arm 1 is a: twice.

| yearly dose o ""raz:quantel and intervention: arm 2 is.a four yearly dose of

'pra2|quantel-.;_ Randomlsatlon W|I! be 1: l T to each arm and stratified by school.

 Abstract SAP version 2.0: FIbroScHOtT 8 bate of Version 23/06/2023~ - Page8of44,
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| '.Tr_ial Flow Chart
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~twotreatment
arms

inual festment

) NBI Only 120 parnmpants sampled at12 months and only parasﬁology egg counts
. and énly- pre—treatment '

6. 2 IncIusmn Exclusmn Cnterla and General Study Populatlon

) lAbstract SAP Version’ 200 FtbroScHotl 8 Date of Version 23 ;05;2023 : © Page 10 of 44 -
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_.(ICHE3; 9.3.ICH E9; 2.2.1)

6.2.1
To beincluded in the trial the participant must:

2 i

T -.ThE;;Pf?-‘.S.éﬂ'Ce of ‘any-of the f_’c_:_:ll'oWir’ig will preclude participan

-Abstract SAP version'2,0: FibroSeHot 1 8 Date of version 23/0672023

- Have a parént/guardian who has given written/marke
T the child-to participate

“Be aged 6-14-years of age.
>s =2 years.

Exclusion Criteria

. History of facial oedema after treatment with praziquan)
- Known neurocysticércosis or intraocular cysticefcosis

tnclusion Criteria

iformed consent for
Have given written/marked informed assent to partlapate__

Be born or resident within the community in which their chool is situated for

sion:

Page 11 of 44
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- 6.3 Randomlsatlon and Blmdmg

...(ICHE3 9.43, 946 ICH £9;2.3.1,2.3.2)

Prior to- enrolment rlal partlcrpant |dent1f:cat|on numbers WI|| be generated and

thesef'
random number randomtsatlon Thls paper based Ilst W|II be. provrded to the trial
 site team and upon enrolment chlldren will be a55|gned to the ordered participant
--rdentlfucatlon numbers class by- class and school by—school and school- —hy-
school or household By= househo[d if schoo[s are not open Randomlsatlon will be.
stratrfied by school The trlal is open Iabel to partlapants and the mvestlgators
' __w:th the exceptlon of the ultra—sonographers who are’ undertakmg the scorlng for
utcome Sconng W|II be undertaken remotely from the partlupant'_

umi bers assrgned an mterventlon arm wa srm ple com puter generated

 the! pr;mary trlal__
' belng exammed and the techmaans conductmg the exam..

Abstract SAP version 2:0: FlbroScHotT 8 Date:of Version 23;05;2023 g Page 12-of 44
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y Niamey _’"‘r’otocol Dg_!;;ern score - are a means s of
| ':measurmg _ :"_e_rtportal fi bros:s Uitrasonographlc |mages of the: Ilver

o f-parenchyma are compared wnth standard |mage patterns of hver parenchyma
1 usmg annex. A of ‘A Practlcal Gmde to the-Standard;zed Usé of

_'__..:_Uitrasonography for the Assessment.of Sc ':'stosomlaSIs related Morbsdﬂy

IP-Score:

© Abstrict SAP version 2.0: FibroScHot1'8 Date of Versian 23/06/2023 © . _ “Page 14 of 44
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. Ultrasonography will be conducted at the followmg time pomts

‘ BaS_.elJn.e- .
s .24 n‘to-n{hs .

- "Iﬁ'atd'—'l(atz egg counts - this is'a fa‘ecal"thic’k‘ microscopy smear.used to calculate the .

' Schrstosama mansom eggs per gram of faeces Up to three Stol

amples are

e calculated as :

3; 972 ICHEQ 35)

_ et al 2008 (7) reported a47. 7% resolutlon rate of gra
_ fibrosis scores of A. and__B and 24. 6% resolution ratesof D 's¢
" xtrapolatmg thls succees rate onto our prellmmary data. we W
the chrldren I a successful interverition arm to have péripor
. |__nt Nen_tlon than those in the control arm, However Berhe ‘al also reported
geog'rap_hlcal dlfferences in resolutron wrch hlgher transmxs n, v1|lages havmg -

" Page 15 of 44-
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' "The 1mpact of COVID 19 on: the study sample 5|ze however was a concern some
partlcmant '_enrolled |n the study were not located once: the study had re-started-as
-_:many had relocated 'd'ue to the pandemlc Some catch ~up” enrolment heyond the
|mt|ally almed 'for 6,_ 0'was: conducted however tracmg of the parttcrpants continued
- to be compounded by the fact that lMP admmlstratlon was now happening in the
communityr as: schools had closed and severe ﬂoodlng and |mpacts of |!legal flshmg

o of part:clpants in one of the-_ prlmary schools had m|ssmg consent documentanon .
._Where partlupants cannot be re= consented they will be wnhdrawn from the trial
: "whrch may have an |mpact on the power of the study |f the numbers are 5|gmf|cant

A gate keepmg approach to multlple testlng was outlined in the’ Abstract SAP V1.0
-and sect:on'-B_ 6__:below whl'ch allowed a 5|gn|f|cance Tevel (alpha) of § % to be used as

I occur after the 24 month + 4 week parasatology VISItS have

_ taken place and all data fror this visit: has been entered mto the ‘macro database.

-Ab‘s't'_r‘al‘.j:t’SAﬁejvér'sidh_;32'-.-"d_i_ Fl_lj'roSchOt-'fl":S _o'a;_'e':qf-_'_viar'gio_n -’23_,!‘66‘-,'.2'023.. e . Pagel6ofas
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E ._*Ve"rsi'c':'n 1.0 of the SAP will be. approved according to the.requiréments of
o : CCT U/SOPOZB before the data download. Permission to lock the database (softlock) -
L '-:_'WI" be requested by the chief investigator (Cl) using CCT U/FRM094, and the. data '
B _: programmers will deposit the data in a folder to which the trial tatlstzuan is given
access Loglcal and graphlcal checks will be carried out to check that no out of '
_ range values are present ‘Data queries wiil be referred to the data management
S teay "'_-':for resolution {using CCTU/TPLO64). Once all data quer
- form CCTU/FRMO94 will be signed off for database hardiock approval and at this
poi nt the final :analysis-report produced.

have been, resolved

. 8.2 Analysis Populations
.7 (ICH.E3;9.7.1,11.4.2.5. ICH E9; 5.2)

1] Fui[',&n‘alysis“Po‘pulatio'n . |
S ..__A!! pamcrpants who. were. consented, e/rgrbfe and rand
Cw Any parrrcrpant who had an ultrasound score of XY or

L pgpu!atron

e --_3_:_-:A_ax-part;qpaﬂﬁfwﬁése re-consent was required but not te_iqea'__are

o 'tfre.'-.!MP:‘.-irres;de'cﬁVe-':-_af whether or not they were eligib

jCovarlates and Subgroups :
_ :._____CH E3 971 'I'I 42 1. 1CH E9; 5. 7)

- '._'-:."--.-Sc_-_hth_I;-.sl_te:w'as_ u_sed._-_to_rstratlfy randomisation and-will be adjusted for as a fixed =

.. coefficient in the primary analysis. -

o BaselmeFlbros is score -and egg count wili be fixed effects in odel..

S AbstractSAP \rers'_ibrl_:'z'-_'.'o_:; F'i__bi'-OS'CH 0t1 8 Date of Version 23/06]2023 Page 17 of 44
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8 4 MlSSlng"Dat"

' :-Emzssmg data for the prtmary and secondary endpomts as weli as the baselme

' -'varlables of :portal ﬁbroms anid mfectton |nten5|ty (EPG) W|Il be: produced

" "_..iData W|II be assumed to be mlssmg at random (MAR) and approprlate sen5|t|wty
"analy5|s conducted to assess the treatment effect for the prlmary analy5|s (8)

._'8 4, 1 X Y and ' ores for the pnmary efflcacy analysrs .

The WHO ultrasonograp y’;Nlamey protocol pattern scores mciude XY ‘and Z which
. are not analysed in thls trlal as the fiver: patterns observecl for thesé scores mean
=-__.that |t difﬁcu[t' o*‘tel[ |f there IS perlportal ftbr05|s due to: Schlstosoma “

_nt_.-b_as_e_lm_e.- a_ﬂY -'P.a_r'-'t l,’pant“wzth_{these Sco”res -W|Il~'-b_e.='_marked _-as-- -u'n‘cla55|fiabie and
 removed from cohort” they do ot contribute any further data to the trial. They will
) be excluded from the FuII Analy5|s Population

.Any partrapant w;th Ultrasonography scores of X, Y orZ. at 2 years W|II be excluded.
-_from any anaiy5|s of the pnmary endpomt as’ mlssmg data ‘This is because the

' number of partrc&pants {s Ilkely o be smail around 1% of the sample srze

__._Pa_' ; crpa‘nt_s__;wl_th -X,-_\_'Y an_‘_d F4 s_c_ores-‘_fp_r*t_h_ejp_rlm'ary.‘end_.porn_t cou!_'d'-_h‘owever-

contribute data to the Secondary and exploratory endpoints.

8 4, 2 Mlssmg baselme data

_' There |s a proportlon of mlssmg basellne WHO ultrasonography Nlamey protocol
__pattern scores and egg count data On!y usrng cases Wlth completed baselme data
_for these varlables Wlﬂ 5|gmf|cantly reduce the efﬂcmncy of the model as it may

" -.exclude outcome data whlch has been coilected

_--Aﬁ_;e;t_ra__c_t-sg_i_aéqe_rs_io-n}_'z.-q;;::Fi_b_:%'bS"cH__cj::_t1‘-8“:-:naté _o_'f_ Version23/06/2023 . - . .. -Page18of44
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| _We W|II assume that whether the baseline datais collected or " |s not associated
with the treatment a55|gned Missing baseline values will be ¢ ;

‘predictive mean matchmg (egg count) or logistic regression (fx: 0sis score)

) imputation u_sm_g the “mice” package in R.(9,10)

; -'lﬁtéri'rn‘?A‘riaIYS'es' and Data Monitoring
9.7 1 1.1.4.2.3. ICH E9: 4.1, FDA Feb 2010 “Guidanc
sign’ Cllmca! Tr!als for Drugs and Blologlcs")

Industry Adaptive

. ~“‘Nointérim ahalysis will be required for this.trial.

. 8.6.-Multiple Testing -
(ICH E3:'9.7.1,11.4.2.5. ICH E9; 2.2.5)

_.._‘I_'::he.null

each of the followmg comparlsons and compared to a 51gn|f| level '(t_x :_-ail:pha): EEE

"*ofs%

= -_4’31'x--'3a'r1":hu&l"-."t’-r'e‘atrhé nt of PZQ'-v-’s- 2x ann ual-treatment

Each hypetheses W|II be tested in sequence and testing contl until the nuil. |
. esis cannot be rejected i.e.a non—mgmflcant result is
omparlsons are statlstlcaliy significant. The sequentia
N hat thi ___:_overall rate. of any" false posmve across. the three pos

ng rules mean
comparisons is .

_ __-”";'_constralned to. be !ess than 5% (1 1)

: _"_".Flg 2: Ftow dlagram to |llustrate testing of hypotheses usmg g: keepihg

- Page19.0f44
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' --maxrmum and mm

Flb _oScHot

Thls isia devratlon from the multrple testmg approach detalled inthe protocol v 2.0.
' -The Justlflcatlon is to use the orderlng |mphed by the detalls of the dosmg so if the

_COVID 19 pandemlc and other |mpactful [oca! condltlons

-_{'9 Summ_ '_ry of Study Data |
-'.AII contmuous variab[es WI" be: summansed usmg the fo[lowmg descrlptlve
: statlstlcs n (non-mlssmg sample srze) mégan; standard dewatlon medlan

"um The frequency and percentages (based on' the non-
’ .missing sample S|ze) of observed Ievels wrll be reported for all categoncal

- .AbstractSAPverswnZO FlbroScHoﬂB Date ofVersmn 23;06;2023 SR o Page-‘z'o. of 42
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‘measures. n general all data will be listed, sorted by treatment and subject, and
| tables will be
'rd of Care
- Interventlon 1-(2 x treatment), Intervention 2 (4 X treatment) /-5_ etal) and will be

-when -appropriate by visit: number wrchln subject. All summa

| structured with a column for each treatment in the order (Stan
annotated with the total population size relevant to that table/ reatment, including
any m155|ng observations. v

_ The sample size of non missing values for univariable summa u_statisti_cs ‘may be

| Iarger than the. sample size used in the primary regression analysrs
9.1 Subject Disposition

9.1.1 -Subject Disposition

._Patient disposition of the number of participants who consent; who are eligible and -

. ._who are- randomlsed as well as drop-out rates will be determined using information -

_.j'-collected from the fol!owmg CRF forms:

e Nurnbe’_r_-__a-ss_es'sed'-for.elig_ibi]it_y: Inclusion criteria CRF (check all questions

' c‘qrn"p[e_téd) | Exclusion criteria CRF (check all questions completed) &
__ .Conﬁrrnat'io.n- of e'ligibility'-CRF (eligibility criteria confirmed) - _
: . ':'Number ellglble /not eligible: Inclusmn criteria CRF / Exclusion crrterla CRF &
Conflrmatlon of eligibility CRF |
;_Q"_‘_-Number randomised: Randontisation CRF
e - Nuimber randomised to treatment arm who received trea ment allocation
.- __'Randomlsatlon CRF, IMP admlnlstratlon for all visits, _
& 'Number for whom primary analysis data collected at 24 months:
' Ultrasenography CRF for 24 month visit o
I' - : N_u'r_rlb_eri-withd'rawn (including deat_hs) b'etWe'en_ Baseline and 24 months: _
: "'Withdraﬁl_al '.CRF-(_Withdrawalﬁdata. /- reason for withdrawal), End of study visit -
" (end of study date /reason for termination /-last study v ity

Abstract SAP version 2.0: FIDroSCHOTT 8 Date of Version 23/06/2023 Page 21 of 44




‘Abstract Statistical Analysis Plan FibroScHot

'9.1.2 ‘Consort Flow Diagram

R
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Assessed for eligibility (

Y

Excluded (n= )
B Not meetmg inelusion criteria (n— )

0. Declined to participate- (n- )
a _cher reasons (n= )

Randomized (n= )

AHD _ted to intervention (n= )

- Recewed a!locaiad ]ntenrenhon {n=}
o Did not récéive al[o_cated intarventicn

(give reasons) (n=")

Allocatad to |nten.rent|on (h=")
] _R.a_c&wed altocated interventian {
+: Did not receive allocated inferventio

e Dzd not receive. alloca dinte entio

(give reaschs)’ (n* Y

D Loss to. fallow up (n* )
1 __Death {n=) . :
|| 2 withdrawn (n= )

F Y

. ¥

£ Withdrawn {n= ) -

£ Loss to follow up (n= )
" O’ Death{n=)

¥

to follow | up {n--

F Y

+ Excluded (n=

¢ Analysed (=

¥

9; 2 '_-.D'E_[ive'd "'va_r_ia__b__le_s-

'of--Ana_Iysj_ed {n=1)
+ Excluded (n= )

- Abstract SAP-version 2.0;: FIDTOSCHOT1 8 Date of Version 23/06/2023
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» Analysed (=), [
. EXC.lude_.df_(ﬁzz- Yo
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o ._-eéri'_jdrtt&t fFi'_B:rdz_”i's’-_'. is.a bindry outcome:

: _'_WHO ultrasonography Nlamey protocol pattern scores of C,. D EorF=1{.e. has
perlportal flbr05|s) ' I A .

_WHO uItrasonography Nlamey protocol pattern scores of AorB=0{ie. does not.

have perlportel fi bro ____|s)

.- The epg valu' 'f_or each partrcrpant v151t 15 calcu[ated m the macro database as the

fthefkato kat' slide: egg counts from a maximum of 3 stool samples

:multlplled 'by an"'adjustment factor (one stooi samp!e 1s sufftc:ent for protocol
-"jadherence at a part!cular tlme pomt)

_-Helmlnth dlstrlbutlons wuthm the human host are hlgh[y over dlspersed therefore
the epg values for each partlmpam wul! be Iog trarisformed usmg natural logs (In).

A constant value of 1 WIH be added to all raw epg values to allow for the possibility
- ofan epg value of--.Q- '

> (in(epg + 1))
Theg sometric.medn epg will be calculated as below:

Z(nEpg+i))
e n —

95% CI s ca[culated on the Iogarlthm}c scale can also be. converted back to the
orlgmal scale by exponentlatlng and subtractmg 1.
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Sample Egg Reduyction Rate will be estimated as:

(1—(epg2 +epgl) X 100)

__'.Whél;'e--”epgf1'-and=;epg2 are the arithmetic mean of epg of faeces at:

o baseline and at:24 m_on'ths + 4 weeks

' 6 - baseline and baseline + 4 weeks.

o 24 months and 24 months +4 weeks

o Heavy Infec-ti'on

_ o _The'WHO cla55|f|es ‘Heavy infection’ as those W|th epg count 400. Where the -
3 _.__-_';_'perc_::ntage of chlldren W|th of heavy mfectlon is < 5% then mo ity controi is
_consxdered to have been achleved and if the percentage of h nfectlon |s < 1%

"Heaw '"feamn B""aW variable - 1 = *yes" = epg =400, 0 = *n _:e.PQ <400 dr' "
_Z'not detectable : _ _ S

o _:[_)i_sease‘;status _

o f;Di:s'.e'as.e___status"__'i__s'_ & binary variable where 0 = No disease (epg 1 = Disease (>0

a ':__ﬁ-i?b=in Prevalence(PP) i

.[_s_,:r:'_-a-__'_n‘_i'éa's_u'Ee‘:.-.-_c)'f':_d_i'sfej_',a_se*:_-_frec{u_e'niqv and quantifies the proportion.of individuals-ina .
_population who have Schistosomaisis mansoni at a specific instant in time.

. .;.P'P Total number of participants who have an average epg > 0 :
CRETETTTTTTTT Total number of part:CIpant atrisk S

. Total number of 'participants at risk will include-all participants for whom at least

ool sample was co[lected at the tlmepomt being: assessel
i Cu re. Rate (CR)

o ':_The CR isthe proportlon of participants who. have changed f n epd __>_0_it_o_ and :

:-'ep ;_of 0 between t;mepomts
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' -'resample W|ll be produced..
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Total. number o f parttcrpants who. have dﬁerag‘eiep;g” - 0-at 'fifnép_oiﬂ_t;'l-
Number of part1c1pants who have-epg >0 at tlmepomt 0 '

h __ Res:dencyinHOImadlstrlcttsd ic h'oto_'rn"ise'd i nto > years —4 Yﬁea_!’-S_ _/-- > 4 years

© 9 3 Protocol Dev:atlons | o |
' _AII school based tnal’ actlwtles were paused on lgth March 2020 in accordance with
7_’the Ugandan govem _ent announcement concermng CG}VID 19 Therefore baseling

" ‘data’ for the trial had been collected at different tlme pomts

" "Baselm’e dat colle ted from Buhlngl was collected I? months after MDA in March
' | _'__2_1__0'_2'(1'_,:""Bé_1'__"'selm_e j__data _r'Kalso was collected 9 months after MDA in March 2021

In order to ensure data._mtegrlty a’ 10% resample of the Buhlrlg: baselme data was
-performed ln March 2021 for the prlmary and secondary endpomts

' The part|C|pants who were resampled from 2020 in 2021

" _":-9 3. 1 Baseline data Unpa|red Analy5|s _ _ . : o

' 3Data for partlcmants who had baselme data re- sampled in March 2021 could hot be
.v'-'lmked to the{r baselme data taken in- March 2020 smce 1D data requnred to match
“the paruupants was not recorded / not avallable Therefore an unpalred analy5|s as
_ detailed below wlll be performed smce the matched analysis detailed inthe Final
._-SAP Vl 0 sectlon 9. 3 is not possﬁale due to lack: of Imkage mformat:on

o '_'9 3 2 Schlstosoma mansonl mfect!on mtensuty by faecal egg ‘count:
___An Emprrlcal cumulatlve dlstrlbutlon plot of ln(epg-!—'l) of all 2020 and the 2021

he olmogorov Smlrnov test W|Il be performed 1o
'determme |f the two d|str[but10ns dre equwalent :

'_An unpalred analy5|s of all the baselme data from 2020 and the resampled 202]
data w:ll be performed usmg the followmg !mear model where ‘Cohort’ is the year

o -:'_iof baselme data

.’mf’(-Y‘"'*-'-'CDhQ'rtl)'
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- 9.3.3 WHO ultrasonography score
An unpalred analysis of all the baseline data from 2020 and th resampled 2021

: data wrli be performed usmg the following generalised linear mo:del where ‘Cohort
“ ' s the year of baseline data: '

~ glm (Y ~ Cohort, family = binomial)

9 4 Demographlc and Baseline Variables

' 3 _:_:__'_;-_-_._The followmg demographlc and baseline variables will be ca|

lin 't'he |
'aphlc CRF Ultrasonography CRF Stool sample (1 2& o
10! raphy adjudicatson CRF. and will be summarised ac g ) sectlon 9

. :. _::_u5| g t_ e FuII Analysﬁ_populanon

Demographlcs

e Age at enrolment (years)

i . ] Sex: (male /female)

- 'School (Buhlngl / Kalso)

- -Class; (classl class 2, class 3, class 4)

. . _'Re5|dency in Hoima district :( 2 years - 4 years/ > 4y

942 ..WHO Ultrasonography score
- Nlamey Protocol pattern score: (A /B/C/D/E/F)
] - :____Per_lp.qri_;a_l _fl_bl;q_s_ls- (Yes / No) - derived variable see section 9.2

" 9 4 3 Schistesorﬁa Infeeti'on"i'ntensity/ infection -
L) 'g_s per gram (EPG) - Derlved varlable see sectron 9.2

Heavy mfectlon mtensrty (Yes / No). - derlved varlable see se 9.2
e '.-.__?Qgi'_;_Beci_.u.cfti_o.n.-Rate-(ERR): - Derived variable see section 9.2
'C_l_;'l_:re:..Ra:.__tfe' (CR)-:;?B.e'rived. variable see section 9.2 .

L '- _E'q_ir_j_t_ﬁj_Eré?ﬁ!?h-'ce (PP): ~ Derived variable see section 9.2,
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'9 5 Treatme'ﬁ Comphance

| -'__Informatlon relatlng" 'o_ the number of partICIpants who mlssed the IMP atthe

'pomt W|II be ordered on- the x aX|s

e ':_:_Standard of Care Arrn Baselme 12 months and 24 months:
e -"Interventlon Arm 1 (2 X treatment) Basellne ‘month 7, month 12 -month 19
_ ’_.'_Eand month 24 '
.' . _Inter\rentlon arm 2 (4 x treatment) Basehne month 4 month 7. month 10,
| '.-month 12 month 16 month 19 month 22 and month 24

Ihformation r.eI" | the number of partlcmant .who mlssed data coliectton VISItS

captured n:th -—Adherence to protocol CRF w1l| be shown |n a summary table
and dlsplayed usmg a stacked bar chart wrth each treatment arm represented by
__'thelr colour and posmon wrthm the stack the number mlssmg wrll be: shown on the--

y: axrs and titne— pomt on the x axis.

. 'Ultr-as'oﬁog'i'a'rjhy'
Parasﬂology _
o Standard of Care Arm Basehne and 24 months

o Interventlo'n Arm 1+ Baseline'and 24 months _
o Intervent;on arm 2: Baseilne and 24. months

9 6 Wlthdrawals

Llstmgs of mthdrawals from the trlal (ordered by wnhdrawal reason) W|Il be
produced and WI" con5|st of the followmg varlables '

e, ";'Subject ID
s 'Treatment group
e .'-Wrthdrawal reason

. " School
.+ Gender
v Age
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. The follOwing ihf'o'rmaﬁo‘n will be summarised according to set
. onths and 24 months 44 weeks follow up-visits-using the

" Th primary analy5|s WIIl estimate the, absolute d{fference betw
- _ -.mte rvention arm and the- control arm in the proport:on of part:

.- i, Abstract SAPwversion 2.0; FIDroSCHOT1 8. Date of version 23/06/2023 -

- ___At:g‘_et_r_agt'._Stjjatisti_cia___l Analysis Plan FibroScHot

' ~« _ Time to withdrawal (days)

_ Summary statistics of the:

withdrawal reason

- school

:ge*'nder' '

+ age

. wijlli.;_b'e-' produced according to section 9 using the safety popul

L Th.e__-'prim-a'_ry-_-:and-_:s:e__ct'on_qar.y- efficacy analysis will be analysed the full analysis. . :

. population.

n.9 for the 24 -
nalysis

_.'__"___po_pulation Box and whlsker plots will be used to: dlspiay €O

us éndpoints.and -

' -Ni‘amey-"Pro'toco'l-p‘atte‘rn score: (A /B {C /' D/E//F*
'_.::.:.-_..-._::_’__'If'Penppr_taI flbr05|s (Yes 1/ No) derwed varlable see se

) ___.':'_"Infectlon 1nten5|ty EPG - derwed varlable see section’
. - Infectlon mtenSIty Heavy infection - derived variable section 9_.2_'
- -'-:_--Infection mtens;ty ERR - denved variable see séction 9.2 '
-’I'nfectlon Pomt Prevalence = derived vanabie see sectzon

-'Cure Rate derlved variable see section 9 2

:'""'rhey“-Prot'ocol p'attern score will only be presented for the yonth ’tir_n_e 'poin__t"'_"

s ]_0 : Prlmar_y Efflcacy Analysns o
.each
pants with

- periportal fibrosis adjusting for the baseline covariates:

'+ School (Buhirig] / Kaiso)
« . fibrosis score - (A, B) /(C,D, E, Fy
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e egg count= epg

Y duratton of"reszdency 2= 4 years / > 4 years)

_:A generahsed lmear moclel W|th a bmom|al dlStl’[bl.itIOi’I and an |dent1ty tink function.
' _wrl[ be fltted_(:.i."
."dlrectly from the. model

v13)- Standard érrors’ and. 95% confrdence mtervals wrll be estimated

L Should convergence: "'s arrse wrth the |dent1ty Ilnk then a model will be fitted:

wrth a log' _' tic l_mk to nsure convergence. The g—formula wrli then be used to

prowde an.estl mate of the' verage absolute rrsk dlfference (i 2, 14) Speaﬁcally, for

_ ie'aci P rtmpant a: predlcted probablllty 'or aﬂ three arms but usrng their orlgmal

' covarlate value wrli' be calculated the W|th|n part|C|pant absolute dlfference
'_;-caiculated the averag ""off the dlfferences across the partrcrpant populatlon w;li be
) taken Bootstrappmg will be: used to provrde a standard ‘error, 95% confldence

- mterva!s and p—values

"HYpOthESIS testlng of the null (HG) agamst the alternatwe hypothesxs (H1) wrll
_' pre '_‘vrde two-= 5|ded p-—values for each of the three paer|se comparisons betweén the

' treatment arms

- :Ho there |s no diﬁ"erencez'm the proportion of partimpants with penportal fibrosis
;_between treatment arms

Hi there isa difference |n the proportlon of partlmpants wrth perlportal fibrosis _
' between treatment arms.

"value for the Frst hypothesrs is. compared to-a 5|gmf|cance ievel of 5 % |f p< 0.05
'then the null hypothe5|s is- rejected and the o ¢an be passed to. the next hypothesis
“in: the sequence {Fig- 2) ' '

A mrmmum 20% absolute dlfference in prevaience of perrportal flbrosrs between the
"control and mterventlon arms would be’ consrdered a c[mrca]ly srgmflcant outcome

.Based on preilzu_" narn "data an :ncu:lence rate of scores C- F of 80% |n the control arm

is- assumed

10.2 Secondary Efficacy Analyses
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10, 2:1 Secondary analysis of primary endpomt

L A secondary analysis. of the primary endpoint will use a GEE

-,.'.Equatron) approach (15, ]6) This will estimate the risk dlffer :n the p.op‘n‘:_'la_tibn_

_ '___adjustlng for flbroSIS $core, epg and clustering by school to ccount of any
h‘arigeab!'e’.

'e'rrors. The GEE
s-the risk difference

) W|th|n school correlation by “flttmg a mode| which assumes
correlatlons W|th|n schools and will also obtain robust stand
| _ estrmand is the risk d|fference at a population Ievel whereas
-'_"._at__’_ch_e_ mdlwdual participant level for the prlmary. analysis.

10.2.2 Analysis of secondary-endpoint - Infection intensity (mean epg)
Analysxs of the secondary endpomt will test if there is a difference in the mean

S _'fectl' n Intensny between the control and each mterventlon Zas'wfe_'llfa's-
__ -between' each of the two mterventlon arms.

"A multlple Imear regressxon model wrll estlmate the mfectlon

__'ach treatment group. adjusted for baseltne infection inte

_(IEP"C;)'. a_r_t'd_ school

B "-'A z test wxll compare each of the three pairwise comparrson arately and .

__prov'd '--a_p-value for the. probabll:ty thata dlfference m the s pr'od_uce_d_ by the '

B ""mo eI would be observed pureiy due to chance.

'._"10 2. 3 Analysrs of secandary endpoint - Infection intensity. (He

' An‘additional. analy5|s of the infaction iintensity endpoint will b

f_';.-_dlch_otomlsmg EPG |nto =400 EPG or <400 EPG relatlng to *hez
-.heavy mfectlon The analy5|s will estlmate the proportlon of avy mfectron for :
:'_ __'.each treatment arm by fitting a lOQIStIC regressmn model ani justtng for baselme .
' '_on mtensrty (epg), and school. 95% conﬁdence interval the. proportlons

i be estlmated usmg the standard error from the model

1 0 2 4 Analysis of secondary endpolnt Egg Reduction Rate _
ovariance matrix
uction Rate (ERR)

L ;A mlxed mode! repeated measures. analysis with an unstruct
-'--:for the W|th|n patlent resrdual errors wilk estimate the Egg f

o baselme and 24 month +4 weeks
. : <& baselme and baselme +4 weeks

S __'Abstract SAP version 2.0 FtbroScHotl 8 Date of Verslon 23;05;‘2023

nsity at'2_4 months -

mfect:on and not-'-. S
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o 24 monthsand 24 months +4weeks ]

be classed as either havmg Sch|stesoma|5|s or not usmg the average EPG at 24

' months

. NoDrsease 0= EPG =0

'Drsease l = EPG > 0

o 'A Iogxstlc'regressron model W|ll be Ftted to estrmate the prevalence odds ratio -
. _"adJusted for age, Séx and. school '

- '10 2, 6Analysrs of secondary endpomt Cure rate \
The cure’ rate as defmed in: sectlon 9.2 will be calculated for the: followmg time
pomts : ' '

Baselm'” to 24 months

Ime —1—4 Weeks

_ '-9 24 months to "2-4'- month‘s' + 4 weeks _

"Cure rates W|Il be presented by: treatment arm and also stratrfled by basellne
| .--_|_nf_ect_-1_g__n l_ntens_l_t_y,. 400 epg Heavy mfectlon / <400 ~1epg = Medlum Light
 Infection. .

10. 2 7 Alluvial plots
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o .Th Z;CASE W|ll be ca!culated using the [TT treatment effectan

L of 5 possﬁole doses.

. PZQ (2 doses)
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- Alluvial plots will be produced to showchanges in the-.p_r__oportj ns of participants
~ who:have epg >0 and epg = 0 over time for;

s All participants combined
K Each treatment group separatély

. Alluvial plots will also be produced to show changes in the pr;é_p_qrt_ions_ of
_'p'al_‘t"i'ci'p.a___h__t:'s who have Heavy infection (epg >400) over time.

« All participants combinéd
. Eaéh treatment group separately

1 03 *E-xpf lojr-ato‘rv-'Effi cacy Analyses

10 3. 1 Complier Average Causal Effect analysis.
" To. mvestlgate how treatment compllance affects the primary outcome CACE
: (Compller Average Caiisal Effect) analy5|s will be performied ( ) corripare each -

' mterventlon arm separately to the control arm.

:__proportlon of
o c_o_mp_llers__I___n____:’_c__he:._f_t_feg_tmgnt_ arms, different levels of complian | be used. and are _

"-déf'i:r"l'ed;’"belbw for-each intervention arm:
._'___'Interventton arm 1: Partlcrpants who take = 4 doses of the PZQ t of a maximum

-Intervention arm 2: Partlcxpants who take = 8 dosés of the PZQ out of a maximum |

. of 9 possmle doses
“AND'
'Ih't'e*:r'Ve"ntidn arm 1: Participants who take > the baseline i.e. the control arm dose of

'Intervent:on arm 2 Part;cxpants who take > intervention.arm 1 dose of PZ-Q‘i"._e_._ 5

_ dqses._

- CASE calculation:
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proportlon of compllers in the mterventlon arm )

The CACE estlmatron rehes on’ the followmg assumptlons
o 'Treatment asmgnment IS random _
. 'Merely bemg offered the treatment has no effect on the outcomes
) e f' i pamcrpants it the control arm had been randomlsed to the-intervention.
| ._zarm they would comply W|th the mterventlon at the same rate as those -
-"actually randomls_ed to th_e_ Interventlon

. _There is an absence of defrers = patrents that take the opposite treatment to.
what |s offered : -
. ".Stable Umt Treatment Value Assumptlon (SUTVA) SUTVA requlres that the
-.re_-_s.pqns_e.o_f a__par.t_lc_ular partrcapant__ depen_cls_.;on_ly on_t_he tr__eat-ment- to which
the participant'was assigned, hot the treatments of others.

_If these assumptlons hold we can also estlmate the potentlal outcomes among
3=part|C|pants in the control arm’ usmg 5|mple algebra

‘Compller and. ‘Non- compher refer specaflcally to compliance to the intervention
i.and partlcmants in the control arm are assumed 1o Feceive the control treatrent as
fmtended and values thereln are based-on the aforementloned assumptlons '

Thrs analy5|s wrll also be performed for.the. secondary outcome of infection
intensity: '

o mean epg
o, Heavylnfectron '

1 Safety Analyses |

The' safety populatlon wrll be used for: all safety analysrs

‘ .-Safety data collected on the day of treatment and at 24 hours will be grouped for
reach trme pomt i€l 'AE s from dayr 1 and +24 houlrs wrll be grouped for baseline
AE s. anc_l any re_petrtr.ons w_rll not bié counted within the time- =point.

“11.1 Adverse Events
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;" Listings will be ordered by subject ID and timepoint.

"~ treatment arm and time point for all treatment time points. |

. be reported unless treatment has occurred in error. Summar

- ‘Abstract Statistical Analysis Plan  FibroScHot

11 1. 1Adverse Events listings .

A table.of Adverse Event listings will be produced with the. foll ving headings:

‘. .'Partlc:lpant ID:
. Randomised assighment:
o . ‘Adverse Event Number: :
e AEterm: 1=Headache 2= =Vertigo 3=Seizures 4= Abdom':" al pains with nausea
5 ;Abdqmmal pains without nausea 6=Nausea withou fdommai pains -
' 7=Diarrhoea 8=Rash 9=Pruritus 10=Facial cedema 11=U ia
_ -12=V_omiting: 13=0ther ;
'« ‘Date of Onsat: DD/MM/YYYY
e Date.of resolution: DD/MM/YYYY
= ‘Outcome: 1 ="'Res-‘:al\are_cl without Sequelae 2=Resolved wil
| _' . 3=0ngoing.4=Death 5=Unknown
e - Severity: . | _ _
| -;_-:Senousness 0=Not. Serious 1: =Resulted in death 2= L|f‘ ' reatening
. 4=Resuited in

3= _R__eq_u_l_r_e_d. inpatient or pro_longe_d existing hospitalis
in congenital

| persiStent or-significa'n't disability/incapacity 5'—Resulte,_
o anomaly/blrth defect 6=0Other Important Medical Eve .
) . Causahty 1 Def‘ nitely related 2= Probably related 3~
4= Unhkely to be related 5 Not Related
e -_"Treatment Y/ N

"‘Ie_ase specify -
sibly related

- 11.1.2 Adverse-Events summary statistics .

Summary :st'a:ti__st'_i_cs__ of the frequency and percentage of AE’s will be presented by
i : ' hatnotall

formation will not

) tre'atrri'e'r'tt arms. treated at every time point thus Adverse Event
istics will be

- :'5prov1ded for; -

T all adverse events grouped
e for each Averse Event term (1 13). separately
AE’s grouped by system i.e; Neuroioglcal and Dlgestlv
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C'o't'ri'par:'i'sﬁﬁ's'?"of:t'he’ 'fré'QU'ency of adverse events between tre'atrnen't"arm's'Cari be
. made: at baselme, 12 months and’ 24 months, The relative risk. comparmg the

B treatment arms separateiy to the control arm and’ comparmg the two' treatment
arms to each other for an AE groupmg WI“ be presented if the. number of- adverse
_'events is > 10% for any treatment arm.

| Dot plots Wl" be used to show the frequency, percentage and’ relatlve rlsk for each
'of the 3 treatment arm ‘comparisons: at. each time pomt

"1 I 1 3Analy5|s of adverse events and mfectlon mtensrty

CTLY 3 I - Exploratory analysrs of Adverse Events and mfection intens;ty ROC

- curves ' . . ' o _

| This analyszs W|ll produce Recelver Operator Characterist:cs (ROC) curvas {18) to

: graphlcally represent the connectiort between. cllnlcal sensitivity and specificity for
every pOSSIble ciit: off of mfectlon mtensaty (epg) as a test for predrctmg Adverse
Events . ' '

verse Eventi Wil be éorsidéred 5 follows:
1. Any adverse event. (1213) experienced, as either.having an AE or'hot (Y/N)

2. Any dtgestiveadverse event &, | 5.. 6, ""'7 'o'r-1'2). asieithérﬁ h:avi'r':ig an AE or not (Y/N)
- 3. Any neurologlcal adverse event (i 2,3, 8 9 or 11) as either havmg an AE or not
(Y/N)

For each ROC cu rve the Area under the ROC will be calculated o provide an
_ '.estlmate -of the effrcrency of using mfectlon intensity (epg) in predlcting AE

o OCCU rre nce

"'ROC curves w;l[ be produced for baselrne and 24 month tlme polnts

il 1 3 2 : Exploratory analys:s of Adverse Events and mfection Intensity Logtstic
regressmn '

“AfU rther exp[oratory ana[ysrs will model the Iog odds of any adverse event usmg

rnfectlon mtensrty (epg) ona contlnuous scale, treatment and age group as

predictors Exposure variabies will be modelied as fixed effects with an mteract{on

term between mfection |nten5|ty and age group

Logistic regressions for'both'.b'a”s'elmez-an'd 24 month time points wil be performed.
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- 112 Death's Serious Adverse Events and other Significant Adverse

Events

) Any AE glven & serioushess score of T- 6 will be considered an AE and any SAE -

'. -:havmg -3 definite, probable or possible causality will be consi e_red an SAR.

'_: The number of patlents per arm with SAE/Rs will be counted a_ ; the frequency as
- well as the percentage. will be presented at baseline and 24 mo ths The relative
h the standard

f&'d in any of the

a rusk and 95% CI's of the 2x and 4 x treatment arms compare

_ -treatment WI|| also be presented if > than 10% events -are ob

ireatment arms...

1 2 Frgures

o ) CONSORT dlagram showmg patient disposition

| -__:_;'::"'-__:Stacked bar chart showmg treatment complrance
o - ’.Stacked bar chart showmg assessment compliance

e '.__A graph showmg the proportion of mlssmg data for. k eline and

. B!and—AItman plot comparing epg for split baseline M
o -'2021
B Bar chart showmg proportion of periportal fibrosis by tre

020 and March

tment group -
e -:'r:Stacked bar chart showmg proportion of each Niamey Pr tocol pattern score.
R -by treatment group. L
- Box. and whrsker p!ots showing the log transformed in n _int__e_ns__ity_‘._‘;_'PG_by-
_ _ _.--_':__-treatment group at. basellne and 24 months o |
e Bar chart: showrng the proportion of ‘heavy infection in v’ by treatment
. group o | o
S ';---:'-.Box and whlsker plots of ERR by treatment group for eac _ime¥p_oi'nt
o - :-Alluwal plots showing epg status (epg="0 / epg >0) 0 epoints
| - : Dot plot to-show the frequency of AE's comparlng eacl of treatment
S arms at baseline and 12 months. I
o _- - : Rec_elv.er_ Operator C_haracterlstr_c_s (ROC) curves for adv

vents at baseline.. .
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13 Reporting Conventions

p value’ ">0"001 W|II be reported to 3 decnmal places p—values Iess than 0. 001 will

_ _'be reported as <0-_0{}1?"’-' The mean standard devrat:on and any’ other statjstics

l"-other than quantl|eS -_-wrll be e ported to one decnmal p!ace greater thari the original

s medlan or mmlmum and mammum will tise the same

:data Quantrles suc
' number of: decnmal places as the orlglnal darta. Estlmated parameters not'on the
sanie scale as raw observatlons (e g regressron coeffluents) wrll be reported to 3

’-'5|gmf|cant flgu res.
14 Technical Details

R ver5|on 4 1 1 wrll be the software tool used correct at the tlme of wrltlng Full

'_documentatlon of: aII vers:ons and add on packages W|II be’ recorded as the report

s generated

' Any outputs w;ll have

| - ._ The date and tlme mcluded

. ."I_"h'é.":n’a_'me’ 3_‘df‘the-f co'd:e:f:f'i'l_'e'-'t'ha__t"-“lp"rb'difjé'éd theanaly5|s |
. _._Th'é-i-ﬁa'afhdr o

. {I.A Iog captunng the versron of the software and any external add ~oh code
used L . e s _

o SSummary ofChangesto the Protocol

15: "'*"Protocol V2. 0 . _
- Updated CI Maternlty Cover (Front page, Sectlon 2 Trial Management Comm1ttees

- .and Sectlon 26 3 Safety Report[ng Flow- Chart)

- Addltlon of school commumty based' to aim (Sectlon 7) to enable trial activities to
be carrled out whilst: schools are closed due to COVID-19 Natienat Gwdellnes

'Abs_t"r‘a'ct-'SAPJvérs'.iori_z.O':'Fl_b’t’oS_‘CHo_t]?S -Date"-:of-Versi'dri-.=2._3'£06'f'202_3= o : Page 38 of 44
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:-'-A_ddltion Section 9 Community School and Trial Team COVII 9?1_preca_utions-..

"~ 'Section 11.1,1.2 removal of IMP expiry date of 31/01/2022

T rial will run beyond. .
- -thi’s'da’te due to COVID-19 pause of trial activities. '

to house-hold’
n the appropriate
ctivities due'to

S Addltlon of ‘local community trial site location’ and *house-hol
_'-_-throughout the protocol to enable trial activities to-be carried 0
locations whllst the schools are hot permitted to. be used for tri
COVID 19 restrlcttons (Section 12)

- Expllmt statement that trial activities to return to the particip:

_ g school location
_when allowed (Sectton 12) : '
=Clarifi catlon of exploratory outcome sample collectlon (Sect|o 12 3.3).

- -Add:tlon of. partmpant photograph to-enhance participant id ca__tlon for
ey -commumty based trial activities (Section 12.3.3.1) : '

_ e_ning of: wmdow between baseline assessments and IMP.administration so that ~.
baselirie data may be used. Delay between activities caused OVID-19 pause to
4 _ctzv:tles (Sect:on 12 4y o I

o gT'e _ded to allow__ repeat collection of primary and seconda dpolnt data from. .
S -_.Buhlrlgl'_ school” part!czpants to verify data integtity desplte ti !ay between F rst _
- T"‘collectlons and IMP admlmstrat[on caused by COVID 19 paus - '

ctton 12 5 3 Addltlon of footnotes to’ the Schedule of assessments to allow for
window: between ultrasound examlnatlon arid first IMP tration a
-'-_:ba_ ellne wsﬁ: due to COVID-lQ pause.

' -f__'_--W!.‘?'-‘?“-’:'."g--Qf: _temp__e__ratu_re storage range for collected sampl Section:l__ﬁ) -

'_ "-.1 5 ] 2 Protocol v 3, 0

‘"_ule of assessments and Trlal assessments followmg thi streatiment dose

_ __Update of tnal ﬁow chart (sectlon 5) to reﬁect remova -"iyea_r'-'l'—-4-week 'eﬁgdt- :
S 'count for exploratory outcome of egg reductlon rate : : e

to sectlons 4 and._'

a!tered
to sectlons 4 and

o _-Update of Response Criteria {Section 15, 1) to reflect rer al-_of-'ultra:soun'd;-__:__ '
' examlnatlons at 1= -year. : ' '
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Update of appendix 1'to reflect changes in Data Management responsibilities -

-Sumbltte | to VCD REC pnor to- NDA approval

- Update of Trial Management Co_ ""mlttee (sectlon 2) to reﬂect change in Trial

: '_'-':Updat of'TrnaI"Synopsns (secbon 4y with ciarlflcatlon of AE momtonng
-procedure ' :

) to correctly_ reﬁect procedure that took place I

] 'Update of Safety Repo_rtmg Flow Chart (Sectlon 26 4) to reflect changed qualiﬁcation
} requlrement of Trial-Site: Manager and where: the med:cal ovemlght is provrded
' Sumbltted to VCD REC. pI‘IOI‘ to" NDA approval :

_ g bmltted to VCD REC prlor to NDA approval {note —
"submltted-;prlor to re\new of ver5|en 4) ' .

- Update of Tnal management commlttee (sectron 4) to. mclude name of Tnal

Update of Safety Reportlng Flow Chart (Sectzon 26 4) to mclude name of Trial Site
manager

165U mmary of Changes t6 the SAP

.' 'the"'power of the study based on a rewsed predlctlon of the

ng |n" the trall by 2 years -

'. It was felt that\_: he"COVID 19 pandemlc and mlssmg consent documentatlon leading

_ to the nece55|t":" of re= consentlng around 25% of mdrwduais would lead toa much
_ reduced sample size Therefor a dlfferent approach to multlp!e testlng of the

' prlmary analy5|s hypot eses was: taken whlch ailowed a.5%: alpha to be. used

A rewsed 10 ) part|c1pants per treatment group was used to estlmate thepower

when the-'treatment effect was'a’ 20% 25% and 30% reduction in the primary

outcome
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: ] 16. 1. 2 Change to deflmtlon of Full Analysis population
o ;_Removal of the condition to only include participants ‘treated a baselme in the
" -populatlon Due to the COVID 19 pandemlc many participants were not treated at

FER ._'_baselme but were treated at other time pomts in the trial. Inclui ng only

] participants treated at-baseline would significantly reduce the : ple size and

- reduce the: power Also:information would be lost for those pa_':: "'pants not treated

e at basellne but treated at other:time paints

1 6 13 Creatmn of category A/ B for WHO Ultrasonography SC

‘and egg counts
. Removal of - -
- thes val of outcome
B -“-:'-dat' frem the analy5|s models and iess eﬁ’lmency overal! We npute values for
) _e_;}_m|ss_|ng__.\v_a!ue_s;as described in section -
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