Safety and efficacy of antiseptic cleansing to reduce vertical transmission of
multi-drug resistant pathogens to neonates (NeoVT-AMR)

Participant flow

Figure 1: CONSORT diagram for maternal and neonatal strata

Screened
Maternal: 668
Neonatal: 503

Neonatal: Screened but not randomised:356. Postnatal age
not < 24h: 133, unable to obtain parental/guardian consent:
65, not born in a healthcare facility: 30, born by planned C-
section: 29, birth weight not > 1000g: 19, known skin defect:
16, enrolment into another study: 9, poor skin condition at
enrolment: 4, born to mothers recruited into the trial: 2,
enrolment deemed inappropriate by clinician: 2, other: 47

Maternal: screened but not randomised: 518.
not presenting in labour: 218, under 18: 171,
in active labour: 65, enrolment into another
study: 22, planned elective C-section: 8,
intrauterine death confirmed or expected
before randomisation: 3, other: 31
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Enrolled & randomised
Maternal: 149
Neonatal: 147
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Randomised to Randomised to Randomised to Randomised to
1% CHG 2% CHG OHP Control
Mat: 43 (29%) Mat: 43 (29%) Mat: 42 (28%) Mat: 21 (14%)
Neo: 42 (29%) Neo: 42 (29%) Neo: 42 (29%) Neo: 21 (14%)
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Randomised to frequency:
Maternal: Multiple: 64 (43%) Once: 64 (43%)
Neonatal: Multiple: 63 (43%) Once: 63 (43%)
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Randomised to 1% CHG
Mat: Multiple: 21 (14%)
Mat: Once: 22 (15%)

Neo: Multiple: 21 (14%)
Neo: Once: 21 (14%)

Randomised to 2% CHG

Mat: Multiple: 22 (15%)
Mat: Once: 21 (14%)

Multiple: 21 (14%)
Once: 21 (14%)

Randomised to OHP
Mat: Multiple: 21 (14%)
Mat: Once: 21 (14%)

Neo: Multiple: 21 (14%)
Neo: Once: 21 (14%)

Maternal strata
Baseline swab: 146 (98%)
4h swab: 124 (83%)
8h swab: 88 (59%)
24h swab: 42 (28%)
28h swab: 19 (13%)
32h swab: 5 (3%)

Neonatal strata
Baseline swab: 146 (99%)
24h swab: 137 (93%)
48h swab: 85 (58%)
72h swab: 39 (27%)




Baseline Characteristics

Table 1. Participant baseline characteristics.

Overall | 1% CHG " 2%CHG | OHP Once Multiple | SOC
(N=43) (N=43) (N=42) (N=64) (N=64) (N=21)
Maternal stratum
Age at randomisation (years) | Mean (SD)  257(5.9) | 26.3(6.6) | 25.4(6.1) | 25.7(5.6) | 27.5(6.6) | 24.1(5.0) | 24.8(5.0)
Cetimated gestational age at  pean (sD) | 37.7(15) | 37.8(1.3) | 37.8(1.6) | 37.4(1.4) | 37.9(12) | 375(1.6) | 37.6(1.9)
. s 144 43 | 43 ; ; e
Antenatal care during pregnancy N (%) (97%) (100%) (100%) | 37 (88%) i 62 (97%) | 61 (95%) 5 21 (100%)
Tuberculosis "N (%) 2 (1%) 0 (0%) 1(2%) 12%) | 0(0%) | 2(3%) 0 (0%)
HIV N (%) © 14(9%) | 5(12%) | 4(9%) | 4(10%) | 10(16%) | 3(5%) | 1(5%)
Antibiotics during pregnancy | N (%) 26 (17%) | 5(12%) : 10(23%) | 9(21%) | 13(20%) | 11(17%) | 2 (10%)
Antibiotics since admission N (%) . 5(3%) | 3(7%) | 0(0%) | 2(5%) | 3(5%) | 2(3%) | 0(0%)
Total logio CFU: baseline ' Mean (SD) 63(20) | 62(19) | 63(19) | 66(21) | 64(1.7) | 63(22) . 6.0(2.1)
Neonatal stratum |
Age at enrolment (hours) ' Mean (SD) £ 10.3(6.3) | 10.8(5.9) | 10.6(6.6) | 9.4(6.0) | 10.3(6.1) | 10.3(6.3) | 10.6(7.2)
Estimated gestational t s ] a ] ] ; :
Iaf);’:f‘(fveg::)a lonal age a Mean (SD) 1 367(31) | 369(29) | 36.6(31) | 37.0(31) | 365(3.0) 37.2 (3.0) 36.0 (3.1)
' Female | 64(44%) | 17 (40%) | 21(50%) | 17 (40%) | 26 (41%) | 29 (46%) | 9 (43%)
Sex - Male . 82(56%) | 24 (57%) | 21(50%) | 25(60%) | 37 (59%) | 33(52%) | 12 (57%)
* Unknown C1(1%) ¢ 1(2%) : 0(0%) | 0(0%) | 0(0%) | 1(2%) | 0(0%)
. . s 2729 2661 2751 2877 2739 2787 |
Birth weight (g) | Mean (SD) L @2 | er) | @31) | (24) - (6%0) | (r32) | %)
' Nursery . 50 (34%) | 14(33%) | 17 (40%) | 13 (31%) | 24 (38%) | 20(32%) | 6 (29%)
" Nursery HDU | 50 (34%) | 13(31%) | 11(26%) | 16(38%) | 20 (32%) | 20 (32%) | 10 (48%)
WWhere admitted ;,F\;‘(’;:"z‘a'wa’d with | 46(31%) | 14(33%) | 14(33%) | 13(31%) | 19(30%) | 22(36%) | 5(24%)
- Unknown 1(1%) 12%) | 0(0%) 0 (0%) 0 (0%) 1(2%) 0 (0%)




Overall | 1%CHG 2% CHG | OHP = Once | Multiple | SOC
: | __(N=43)  (N=43) @ (N=42) _ (N=64) @ (N=64) _ (N=21)
' Birth asphyxia | 48 (33%) | 13(31%) | 12(29%) | 16(38%) | 20 (32%) | 21(33%) | 7 (33%)
. - Other | 54 (37%) | 15(36%) | 17 (40%) | 13 (31%) | 25(40%) | 20 (32%) | 9 (43%)
Reason for admission ; - — : : : ; : : :
i Routine admission © 44 (30%) ¢ 13(31%) : 13 (31%) : 13 (31%) : 18 (29%) | 21(33%) | 5 (24%)
- Unknown C1(1%)  1(2%) | 0(0%) | 0(0%) | 0(0%) | 1(2%) : 0(0%)
' Yes L 31(21%) | 8(19%) | 7(17%) | 10 (24%) | 12(19%) | 13(21%) | 6 (29%)
e Piaarwed before | (71;,2) | 33(79%) | 35(83%) | 32(76%) | 51(81%) | 49(78%) = 15 (71%)
- Unknown C1(1%) 0 1(2%) | 0(0%) | 0(0%) | 0(0%) | 1(2%) | 0(0%)
;ves (71;,2) | 32(76%) 32(76%) | 33 (79%) 50 (79%) | 47 (75%) 15 (71%)
Chlorhexidine cord care given I Ng | 34(23%) | 9(21%) | 10(24%) | 9(21%) | 13(21%) | 15(24%) | 6 (29%)
* Unknown C1(1%)  1(2%) | 0(0%) | 0(0%) | 0(0%) : 1(22%) : 0(0%)
, o Yes | 59 (40%) | 16 (38%) | 20 (48%) | 18 (43%) | 29 (46%) | 25(40%) | 5 (24%)
G No 77 (52%) | 25(60%) | 19 (45%) | 21 (50%) | 31 (49%) | 34 (54%) | 12 (57%)
* Unknown C11(7%) | 1(2%) | 3(7T%) | 3(7%) | 3(5%) : 4(6%) | 4(19%)
Total logio CFU: baseline ' Mean (SD) ' 43(29) | 42(28) | 43(31) | 39(28) | 39(25) | 44(32) | 53(34)

Individuals assigned to non-standard of care (SOC) arm appear twice in the table: in the randomised antiseptic and frequency. One neonate in
the neonatal stratum was withdrawn before any baseline data were collected and is shown as unknown.



Outcome Measures

Table 2. Maternal efficacy outcomes.

. Change -\ nhgebaseline  , Change - Change Change . ielled effect ' Overall p-
Amn loguCFUmean  © S loguCFU 0guCFU mean | 28h1oguCFU | loguCFU 32 SiZeloguCFU  pvalue  value °?

__soN meanODVNI | 7(sp)[N]  mean (SD)[N] mean(sD)[N] (%% €D e

Total log1o CFU
1% CHG (N=43) | -4.5(2.3)[35] -43(2.6)[22] 25(25)[15] | -41(1)[6] | -473.0)[2] | . .
2% CHG (N=43) | -52(2.2)[37] -5.0 (2.7) [28] -43(31)[12] | 25(1.0)[3] | 1.7(NA)[1] | -06(-14,02) | 012 |  <0.0001
OHP (N=42) | -2.7(2.2)[36] 3.1 (2.2)[27] 24(37)[10] | -334.0)[6] | -76(NA)[1] | 17(09,25 <00001 i
Once (N=64) | -4.3(2.4)[56] -3.7 (2.9) [36] 22(26)[18] | 23(1.7)[8] | -47(3.0)[2] | . P
Multiple (N=64) | -4.0 (2.6) [52] -4.6 (2.3) [41] 38(34)[19] | 47(33)[7] | -46(@4N[2] | -04(11,02) | 020
SOC (N=21) 0.2 (1.4) [14] 0.5 (1.7) [10] 0323)[5] | 05(25)[4 | 19(NA)[1] | 35(24,46) | <0.0001 :
Gram negative log1o CFU
1% CHG (N=43) | -2.5(2.3)[35] 25(2.7)[22] A533)[15] | 2776 | 22BN[2] | . .
2% CHG (N=43) | -2.5(2.4)[37] 2.0 (2.9)[28] -10(26)[12] | -14(15)[3]) | -06(NA)[1] | -01(0806) | 072 |  0.0006
OHP (N=42) -1.8 (2.6) [36] 1.9 (2.2) [27] -04(26)[10] | -1.7(36)[6] | -27(NA)[1] | 11(04,18 | 00023 :
Once (N=64) | -2.3(2.3)[56] 1.5 (2.7) [36] 07Q7)[18] | -19(20)[8 | -223BN[2] | . P
Multiple (N=64) | -2.2(2.6)[52] 2.6 (2.4) [41] 433019 | 23BN | AT(15[R | -01(07,05 | 072 |
SOC(N=21) | -0.3(1.7)[14] 0.1(1.4)[10] 1.1 (1.5) [5] 2.1(4.4) [4] 4.8 (NA) [1] 21(11,3.0) | <0.0001 |
Neonate born to mother: Total log1o CFU

1% CHG (N=43) | 2.9 (3.1) [36] ' ‘ ’ . .
2% CHG (N=43) | 2.5 (2.6)[38] -0.4 (-1.8, 1.0) 0.54 0.019
OHP (N=42) 4.4 (3.6)[37] 15(0.1,2.9) 0038 .
Once (N=64) 3.3(3.2) [56] . .
Multiple (N=64) 3.3(3.3)[55] 0.0 (-1.2,1.1) 0.99
SOC (N=21) | 35(2.4)[17] 0.5(-1.4,2.4) 0.58




Change Change Change : Change : Change :
e : baselinego 4h baseline%o 8h  baseline ?o 24h baselin% to baselin% to Ms(i’z‘:;e:l:;g?l‘j:t p-value | ?’:z“‘:f"
- log1CFU mean ' log#CFU mean = log1CFU mean = 28h logwCFU ' log1wCFU 32h 95% CI : e
__ _(SD)[N]____ (SD)[N] ___(SD)[N] __ mean(SD)[N] mean(SD)[N] (9% CI P
Skin score
1% CHG (N=43) | 0.19(0.52)[36] | 0.09(0.68)[22] | -0.21(0.43)[14] | -0.50 (0.55) [6] -0.50 (0.71) [2] 0.021
2% CHG (N=43) | 0.32(0.53)[37] | 0.22(0.51)[27] | 0.38 (0.65)[13] : 0.00(0.00)[3] | 0.00 (NA)[1] | 0.16(-0.03,0.35) | 009
OHP (N=42) | 0.46(0.56)[37) | 0.32(0.55)[28] | 0.00 (0.47)[10] | 0.17 (0.41)[6] | 1.00 (NA)[1] | 0.26(0.07,0.45) | 0.0067 :
Once (N=64) | 0.30 (0.57)[56] : -0.03(0.45)[36] : -0.16 (0.37)[19] : -0.25 (0.46)[8] : -0.50 (0.71) [2] ' ,
Multiple (N=64) | 0.35(0.52)[54] | 0.44(0.59)[41] | 0.28 (0.67)[18] | 0.00 (0.58)[7] : 0.50 (0.71)[2] | 0.21(0.06,0.36) | 0.0079 |
SOC (N=21) . 0.07(0.27)[14] | 0.00 (0.00)[10] : 0.00(0.00)[5] | 0.00 (0.00)[4] i 0.00 (NA)[1] | -0.04(-0.31,022): 074

Primary and key secondary outcomes with modelled effect sizes averaged across both days. Estimates are presented vs 1% CHG applied

once.




Table 3. Neonatal efficacy outcomes.

- Change baseline = Change baseline - Change baseline :

. Baseline : Modelled effect Overall p-value
Arm “mean (SD)[N]  *© é‘l;‘)'[“;j’“ ‘°é86‘)T;]°“ to (7525')'{';]““ size (95% CI) ~ PValU® - “of antiseptic
Total log1o CFU
1% CHG (N=42) 1.1(2.8) [39] 1.8 (3.3) [24] 3.5(3.3) [6] .. .
2% CHG (N=42) 0.9 (2.9) [37] 2.5(2.9)[21] 2.7(3.6)[9] -02(-1.1,0.7) 0.63 0.064
OHP (N=42) 2.0 (3.8) [39] 3.5(3.2) [26] 4.1(2.9)[15] 0.7 (-0.2, 1.6) o
Once (N=63) 1.5 (2.7) [58] 3.0 (3.3) [35] 4.7 (2.2)[18] .. .
Multiple (N=63) 1.3 (3.7) [57] 2.3 (3.1)[36] 1.9 (3.5)[12] -05(-1.2,0.2) 0.17
SOC (N=21) 2.0 (3.8) [20] 2.7 (3.5) [14] 3.8 (3.7) [9] 1.3(0.2,2.4) 0.017
Gram negative log1o CFU
1% CHG (N=42) 1.8 (2.8) [39] 21(18)[24] | 43(1.9)[6] .. .
2% CHG (N=42) 1.3 (2.8) [39] 2.2 (3.1) [21] 3.1 (1.9) [9] -0.1(-1.1,0.8) 0.79 0.86
OHP (N=42) 1.5 (3.0) [39] 2.3 (3.4)[26] 2.3(2.4)[15] -03(-1.2,0.7) 059 :
Once (N=63) 1.6 (2.6) [59] 2.5(3.3)[35] 2.4 (2.0)[18] . .
Multiple (N=63) 1.4 (3.1) [58] 1.9 (2.3) [36] 3.7 (2.4)[12] -0.1(-0.8,0.7) 0.87
SOC (N=21) 0.4 (2.3) [20] 0.6 (4.0) [14] 1.4 (4.0) [9] -09(-2.1,0.3) 0.14
Skin score
1% CHG (N=42) . -0.13(0.47)[39] | -0.08(0.58)[24] | 0.00 (0.00)[7] | .. ; .
2% CHG (N=42) . -0.10(0.38)[39] | -0.14(0.36)[21] | -0.22(0.44)[9] : 0.02(-0.15,0.18) | 0.86 0.90
OHP (N=42) | -0.05(0.56)[39] | -0.12(0.59)[26] | -0.13(0.52)[15] | 0.04(-0.13,020) . 066 &
Once (N=63) . -0.15(0.52)[59] | -0.17 (0.57)[35] | -0.16 (0.50)[19] ' .. i .
Multiple (N=63) . -0.03(0.42)[58] | -0.06(0.47)[36] | -0.08(0.29)[12] : 0.02(-0.12,0.16) | 0.78
SOC (N=21) . -0.15(0.37)[20] | -0.07 (0.27)[14] | -0.22(0.44)[9] | -0.05(-0.27,0.16) | 0.63




. Change baseline

Razalne : - Change baseline . Change baseline

- Modelled effect : Overall p-value

Am mean (SD) [N] g (2543)'[";]8" to:satl;)l[nNe]an to(7$2l;l)l[nNe]an size (95% Cl) palue - of antiseptic
Temperature

1% CHG (N=42) | -0.2(0.4)[24] | -0.2(0.3)[11] -0.2 (0.3) [6] -0.2(0.2) [3] .. ; .. ,

2% CHG (N=42) | -0.2(0.3)[25] | -0.2(0.3)[12] -0.2 (0.2) [6] -0.5(0.1)[2] 00(-01,02) | 067 ! 0.76

OHP (N=42) - -0.3(0.3)[26] | -0.1(0.3)[13] -0.3 (0.3) [8] -0.4 (0.2) [2] -0.0 (-0.1,0.1) 097

Once (N=63) 1 -0.2(0.3)[39] ! . . . . .

Multiple (N=63) | -0.3(0.4)[36] | -0.2(0.3)[36] -0.3 (0.3) [20] -0.3(0.2) [7] -0.1(-0.2,0.1) 0.41

Primary and key secondary outcomes with modelled effect sizes averaged across both days. Estimates are presented vs 1% CHG applied

once.




Adverse Events

4.9 Line listing of SAEs

Maternal SAEs
Note: no mothers experienced multiple SAEs

SAE ' IralArm | FirstIMP  Lastivp  Dateof . Main Diagnosis . Severity Relatedness | =Y®™ ' pate Resolved

Ref : : ; . onset : : : . Qutcome
i CHG 1% | 2022-05-23 | 2022-05-23 ' - : : Grade 5 |

1 " Multiple ' 09:30 1730 2022-05-24 | Birth asphyxia ' (Death) 5 Unrelated i Death | 2022-05-25
' CHG 1% | 2022-05-25 | 2022-05-25 i Post partum | Grade 2 i |

2 . Once | 09:00 1 13:12 % 20220525 | haemorrhage | (Moderate) é Unrelated | Resoived | 2022-65-25
i g . Neonatal Intrauterine i ‘ 3
CHG 1% | 2022-06-06 ' 2022-06-06 | rre - Death (fresh still birth)  © Grade 5 AR

2 . Once - 08:58 1 12:55 i £0ecle-00 - due to missed i (Death) i Hnieked LiGE cREcLo0E
; § | . Transverse Lie i i |
i 1 2022-06-07 | 2022-06-07 ! : i Grade 5 i

4 SOC ' 09:05 17:02 | 2022-06-07 | Neonatal Sepsis ' (Death) : Unrelated Death | 2022-06-14
i i ; i 1 i i . Resolved |
i CHG 2% : 2022-09-14 | 2022-09-14 o 5 . ; i Grade 2 i - 5 e

5 | Once ' 09:15 0915 | 2022-09-16 | Congenital Abnormality " (Moderate) 5 Unrelated % with | 2023-03-24
! : i : ‘ i ! | sequelae
£ 2022-11-16 | 2022-11-16 | 4 . . Grade 5 - Unlikely to | a4

6 | OHP Once 0855 0855 3 2022-11-16 | Neonatal sepsis ' (Death) | b rolated ; Death | 2022-11-18
i CHG2% | 2022-12-05 | 2022-12-05 i i Grade 5 ;

7 " Multiple 0853 1652 5 2022-12-06  Stillbirth ' (Death) 5 Unrelated i Death | 2023-02-10

CHG = chiorhex

idine; IMP = investigational medicinal product; OHP = q;;;gmdwg 0.1% combined with phenoxyethanol 2%; SAE = s

erious adverse event; S

OC = standard of care




Neonatal SAEs

SAERef  SAE  1ialarm FirstiMP Lastivp P3O Main Diagnosis  Severity Relatedness  cvent  Date
- num : ; . onset ; ; : : OQutcome  Resolved
i i CHG 2% | 2022-03-07 | 2022-03-07 i , ¢ Grade 2
1 | 1 " Once 1130 1130 | 2022-03-31 3 Pneumonia | (Moderate) | Unrelated 5 Resolved | 2022-04-08
| CHG 2% : 2022-03-22 | 2022-03-23 | : i Grade 2 §
2 1 ' Multiple 1535 1522 | 2022-03-24 i Neonatal sepsis . (Moderate) | Unrelated 5 Resolved i 2022-03-27
| OHP { 2022-03-22 | 2022-03-23 : i Grade 2
3 1 ' Multiple 1545 1530 | 2022-03-24 | Neonatal sepsis " (Moderate) 3 Unrelated | Resolved i 2022-03-27
4 1 | SOC 1 2022-06-14 | Neonatal Sepsis i Grade 5 (Death) | Unrelated : Death + 2022-06-18
i 0 ; _06-14 | 06-14 | ; : 3 ; s
5 1 GG i 20,22 e i 20,22 to-id : 2022-06-16 | Neonatal sepsis : Grade 3 (Severe) : Unrelated . Resolved | 2022-06-27
. Once i 11:04 © 11:04 | i i i : ;
i i a i i - . i | : Resolved |
' 0, H el ) H | - H H ' 1 H {
5 3 | SHG2%6 | 2002 0014 | 2022 0614 | 5555 g7 | PYROXICIISChiacHio ' Grade 3 (Severe) | Unrelated | with | 2022-06-27
- Once 1 11:04 - 11:04 ; i encephalopathy i ; : :
i i : : : : . sequalae |
- CHG 1% | 2022-06-28 | 2022-06-28 | o . i i i
6 1 ' Multiple 1640 1640 i 2022-06-29 | Birth asphyxia Grade 5 (Death) 5 Unrelated | Death 5 2022-06-30
i CHG2% | 2022-06-28 | 2022-06-28 | na.oq | hypoxic ischaemic - Grade 4 (Life- 7.
7 1 : Once 1 11:32 ©11:32 | 2022-06-29 i encephalopathy . threatening) | Unrelated i Death i 2022-07-01
' CHG 1% | 2022-09-13 | 2022-09-16 | na.on | Neonatal sepsis . Grade 2 no.
e ! | Multiple C11:21 F11:22 | 2022-00-20 . (Klebsiella pneumoniae) | (Moderate) i nreater i Ball i 0220929
i CHG 1% : 2023-01-09 | 2023-01-09 ' :
9 1 | Once 0948 0948 2023-01-10 | Neonatal sepsis Grade 5 (Death) i Unrelated 5 Death 2023-03-24
10 1 soc ‘ | | 30256114 | Resbatny dicbess  Grade 5 (Death)  Unrelated Death ' 2023-01-11
i i ; : syndrome i i : 3
| i ; - Neonatal death secondary | ‘ :
11 1 socC ' 2023-02-16 | 10 Severe hypoxic ' Grade 5 (Death) | Unrelated ' Death | 2023-02-17
3 i ,; . ischaemic i ; ; 1
a encephalopathy

CHG = chiorhexidine, IMP =

inv e.mgatlona] medlcma] proauct; OHP octenidine. 0 1% combined with phenoxyethanol 2%, SAE = serious ad\erse event; SOC = standard of care




