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Supplementary data/Appendix

Figure. Distribution of centrally assessed TILs percentage by PD-L1 status at baseline and pCR status;
PD-L1/TIL positive concordant 24/96 (25%); PD-L1+/TIL low 27/96 (28%); PD-L1-/TIL high 8/96 (8%); PD-
L1 -/TIL low 37/96 (39%); 12 missing both measurements. The percentage pCR (breast and axilla) and
90% Cls for each of the four subgroups is provided at the bottom of the figure. A dashed horizontal line

indicates the cut of value (=30/<30) for high vs. low TILs
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PD-L1- PD-L1+
High 50.0 (0% CI: 19.3-80.7) 75.0 (90% CI: 56.5-88.5)
Low 25.7 (S0% CI: 17.7-44.4) 66.7 (90% CI: 49.1-81.4)



Table: Percentage pCR breast and axilla and 90% confidence intervals by subgroups
90% 90%
N #pCRs | Estimate LCL UCL
*Overall All participants 108 57 52.8 44.4 61.0
*Treatment Nivo lead-in 53 27 50.9 39.0 63.2
Nivo concurrent 55 30 54.5 42.7 66.2
TILs status High TILs 36 24 66.7 51.7 79.5
Low TILs 70 32 45.7 35.5 56.2
PD-L1 status | PD-L1+ 51 36 70.6 58.4 80.9
PD-L1- 45 15 333 21.8 46.6
cN status cNO 90 50 55.6 46.3 64.5
cN+ 18 7 38.9 19.9 60.8
Disease stage | Stage | 37 18 48.6 343 63.2
Stage II/I1T 71 39 54.9 44.5 65.0

* Confidence intervals for ‘all participants’ and by treatment cohort are adjusted for

the two-stage design, all other confidence intervals are exact binomials.




Table: Percentage pCR breast only and 90% confidence intervals by subgroups

# pCRs
breast 90% 90%
N only Estimate| LCL UCL

Overall All participants

108 61 56.5 48.1 64.6
Treatment Nivo lead-in 53 28 52.8 40.7 64.7
Nivo concurrent 55 33 60.0 48.0 711
TILs status | High TILs 36 26 72.2 57.5 84.1
Low TILs 70 34 48.6 38.2 59.0
PD-L1 PD-L1+ 51 37 72.5 60.5 82.6
status PD-L1- 45 17 378 | 257 | 51.1
cN status cNO 90 50 55.6 46.3 64.5
cN+ 18 11 61.1 39.2 80.1
Disease Stage | 37 18 48.6 34.3 63.2
stage Stage II/1ll 71 43 606 | 50.1 | 70.3




Figure: Percentage pCR breast only and 90% confidence intervals by subgroups
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Table: Percentage RCB 0/1 and 90% confidence intervals by subgroups

# RCB 90% 90%

N 0/1 |Estimate| LCL UCL

Overall All participants 108 74 68.5 60.4 75.9

Treatment Nivo lead-in 53 34 64.2 52.0 75.1
Nivo

concurrent 55 40 72.7 61.2 82.4

TILs status High TILs 36 27 75.0 60.4 86.3

Low TILs 70 45 64.3 53.8 73.8

PD-L1 PD-L1+ 51 40 78.4 66.8 87.4

status PD-L1- 45 26 | 578 | 445 | 703

cN status cNO 90 66 73.3 64.6 80.9

cN+ 18 8 44.4 24.4 65.9

Disease Stage | 37 25 67.6 52.8 80.1

stage Stage I/l 71 49 69.0 | 588 | 78.0




Figure: Percentage RCB 0/1 and 90% confidence intervals by subgroups
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Table: Reasons for discontinuation of all treatment

Treatment cohort

Last cycle of treatment

AE related to treatment suspension

concurrent)

Cohort A (Nivo lead-in) Cycle 3 Alanine aminotransferase increased
Cohort A (Nivo lead-in) Cycle 2 Colitis
Cohort A (Nivo lead-in) Cycle 3 Choledocholithiasis
Cohort A (Nivo lead-in) Cycle 3 COVID-19
Cohort A (Nivo lead-in) Cycle 3 Pancreatitis
Cohort B (Nivo Cycle 4* Alanine aminotransferase increased; Aspartate
concurrent) aminotransferase increased
Cohort B (Nivo Cycle 4* Colitis
concurrent)
Cohort B (Nivo Cycle 4* Gastritis
concurrent)
Cohort B (Nivo Cycle 4* Immune Mediated Interstitial Nephritis
concurrent)
Cohort B (Nivo Cycle 1 Infusion related reaction
concurrent)
Cohort B (Nivo Cycle 3 Peripheral sensory neuropathy




Table: Neo-N Listing of SAEs

Week from
rand to Relationship to
ID Treatment onset SAE name Outcome treatment
1902014| Cohort A (Nivo 15.0 Acute kidney injury Resolved |Nivolumab: Definite;
lead-in) Paclitaxel: Unlikely;
Carboplatin:
Unlikely
1902125| Cohort A (Nivo 13.6 Acute kidney injury Resolved Nivolumab:
lead-in) Probable; Paclitaxel:
Unrelated;
Carboplatin:
Unlikely
1902087| Cohort A (Nivo 12.3 Adrenal insufficiency | Resolved Unrelated
lead-in)
1902115| Cohort A (Nivo 38.7 Adrenal insufficiency | Condition Nivolumab:
lead-in) Improved | Probable; Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902100| Cohort A (Nivo 26.7 Allergic reaction Resolved Unrelated
lead-in)
1902027| Cohort A (Nivo 30.7 Anaemia Resolved Unrelated
lead-in)
1902115| Cohort A (Nivo 18.4 Chest pain - cardiac | Resolved Unrelated
lead-in)
1902049| Cohort A (Nivo 6.9 Colitis Resolved Nivolumab:
lead-in) with Probable; Paclitaxel:
sequelae Possible;
Carboplatin:
Possible
1902049| Cohort A (Nivo 10.9 Colitis Resolved Nivolumab:
lead-in) with Probable; Paclitaxel:
sequelae Possible;
Carboplatin:
Possible
1902124| Cohort A (Nivo 23.9 Colitis Resolved |Nivolumab: Definite;
lead-in) Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902049| Cohort A (Nivo 19.1 Colonic perforation Resolved Nivolumab:
lead-in) Possible; Paclitaxel:
Unlikely;
Carboplatin:
Unrelated




Week from

rand to Relationship to
ID Treatment onset SAE name Outcome treatment
1902027| Cohort A (Nivo 241 Febrile neutropenia Resolved Unrelated
lead-in)
1902027| Cohort A (Nivo 26.3 Febrile neutropenia Resolved Unrelated
lead-in)
1902066| CohortA (Nivo 37.3 Febrile neutropenia | Resolved Unrelated
lead-in)
1902071| Cohort A (Nivo 24.6 Febrile neutropenia | Resolved Unrelated
lead-in)
1902079| Cohort A (Nivo 28.6 Febrile neutropenia Resolved Unrelated
lead-in)
1902103| Cohort A (Nivo 31.0 Febrile neutropenia Resolved Unrelated
lead-in)
1902065| Cohort A (Nivo 8.6 Fever Resolved |Nivolumab: Unlikely;
lead-in) Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902071| Cohort A (Nivo 10.1 Fever Resolved Unrelated
lead-in)
1902071| Cohort A (Nivo 36.0 Fever Resolved Unrelated
lead-in)
1902044| Cohort A (Nivo 11.9 Hepatobiliary Resolved Unrelated
lead-in) disorders Other
(Choledocholithiasis)
1902066| Cohort A (Nivo 39.3 Hypophysitis Resolved |Nivolumab: Definite;
lead-in) with Paclitaxel:
sequelae Unrelated;
Carboplatin:
Unrelated
1902044| Cohort A (Nivo 26.3 Infections and Resolved Unrelated
lead-in) infestations - Other
(Bacillus cereus
Bacteraemia)
1902066| Cohort A (Nivo 39.3 Myocarditis Resolved |Nivolumab: Definite;
lead-in) Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902027| Cohort A (Nivo 9.1 Pancreatitis Resolved Unrelated

lead-in)




Week from

rand to Relationship to
ID Treatment onset SAE name Outcome treatment
1902087| Cohort A (Nivo 13.1 Paresthesia Resolved Nivolumab:
lead-in) Unrelated;
Paclitaxel: Possible;
Carboplatin:
Unrelated
1902003| Cohort A (Nivo 10.9 Pneumonitis Resolved Nivolumab:
lead-in) Possible; Paclitaxel:
Unlikely;
Carboplatin:
Unrelated
1902063| Cohort A (Nivo 48.0 Pneumonitis Resolved |Nivolumab: Unlikely;
lead-in) Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902108| Cohort A (Nivo 10.1 Sepsis Resolved Nivolumab:
lead-in) Unrelated;
Paclitaxel: Possible;
Carboplatin:
Possible
1902087| Cohort A (Nivo 5.6 Skin infection Resolved Unrelated
lead-in)
1902003| Cohort A (Nivo 10.9 Thromboembolic Resolved Nivolumab:
lead-in) event Unrelated;
Paclitaxel: Possible;
Carboplatin:
Possible
1902102| Cohort A (Nivo 20.7 Thromboembolic Resolved Unrelated
lead-in) event
1902103| Cohort A (Nivo 26.9 Urinary tract Resolved Unrelated
lead-in) infection
1902107| CohortB (Nivo 27.9 Adrenal insufficiency | Resolved |Nivolumab: Definite;
concurrent) Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902099| CohortB (Nivo 15.3 Anaemia Resolved Nivolumab:
concurrent) Unrelated;

Paclitaxel: Probable;
Carboplatin:
Probable




Week from

rand to Relationship to
ID Treatment onset SAE name Outcome treatment
1902017| CohortB (Nivo 5.7 Anaemia Resolved Nivolumab:
concurrent) Unrelated;
Paclitaxel: Definite;
Carboplatin:
Definite
1902017| Cohort B (Nivo 10.0 Anaemia Resolved Nivolumab:
concurrent) Unrelated;
Paclitaxel: Probable;
Carboplatin:
Probable
1902032| CohortB (Nivo 12.1 Anaemia Resolved Nivolumab:
concurrent) Unrelated;
Paclitaxel: Definite;
Carboplatin:
Definite
1902054| CohortB (Nivo 11.7 Anaemia Resolved Nivolumab: N/A;
concurrent) Paclitaxel: Definite;
Carboplatin:
Definite
1902082| CohortB (Nivo 6.6 Anaemia Resolved Nivolumab:
concurrent) with Unrelated;
sequelae | Paclitaxel: Definite;
Carboplatin:
Definite
1902011| CohortB (Nivo 5.3 Atrial fibrillation Resolved Unrelated
concurrent)
1902043| Cohort B (Nivo 25.1 CPKincreased Resolved Nivolumab:
concurrent) Probable; Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902072| CohortB (Nivo 15.4 Colitis Resolved Unrelated
concurrent)
1902072| CohortB (Nivo 17.3 Colitis Resolved Unrelated
concurrent)
1902121| Cohort B (Nivo 1.6 Colitis Resolved Nivolumab:
concurrent) Probable; Paclitaxel:
Unlikely;

Carboplatin:
Unrelated




Week from

rand to Relationship to
ID Treatment onset SAE name Outcome treatment
1902032| CohortB (Nivo 1.0 Constipation Resolved Nivolumab:
concurrent) Unrelated;
Paclitaxel:
Unrelated;
Carboplatin:
Possible
1902121 Cohort B (Nivo 8.9 Dehydration Resolved |Nivolumab: Unlikely;
concurrent) Paclitaxel: Probable;
Carboplatin:
Probable
1902023| Cohort B (Nivo 45.3 Esophagitis Resolved Nivolumab:
concurrent) Possible; Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902018| CohortB (Nivo 24.6 Febrile neutropenia Resolved Unrelated
concurrent)
1902032| CohortB (Nivo 12.1 Febrile neutropenia Resolved Nivolumab:
concurrent) Unrelated;
Paclitaxel: Definite;
Carboplatin:
Definite
1902082| CohortB (Nivo 6.6 Febrile neutropenia | Resolved Nivolumab:
concurrent) Unrelated;
Paclitaxel: Definite;
Carboplatin:
Definite
1902017| Cohort B (Nivo 3.4 Fever Resolved Nivolumab:
concurrent) Possible; Paclitaxel:
Probable;
Carboplatin:
Unlikely
1902031| CohortB (Nivo 2.3 Fever Resolved Nivolumab:
concurrent) Possible; Paclitaxel:
Probable;
Carboplatin:
Unrelated
1902054| CohortB (Nivo 5.9 Fever Resolved |Nivolumab: Unlikely;
concurrent) Paclitaxel: Unlikely;
Carboplatin:
Unrelated
1902054| CohortB (Nivo 6.6 Fever Resolved |Nivolumab: Unlikely;

concurrent)

Paclitaxel: Unlikely;
Carboplatin:
Unrelated




Week from

rand to Relationship to
ID Treatment onset SAE name Outcome treatment
1902072| CohortB (Nivo 2.7 Fever Resolved Nivolumab:
concurrent) Possible; Paclitaxel:
Unlikely;
Carboplatin:
Unrelated
1902075| Cohort B (Nivo 10.3 Fever Resolved |Nivolumab: Unlikely;
concurrent) Paclitaxel: Unlikely;
Carboplatin:
Unlikely
1902082| CohortB (Nivo 3.6 Fever Resolved Unrelated
concurrent)
1902093| Cohort B (Nivo 4.6 Fever Resolved Nivolumab:
concurrent) Possible; Paclitaxel:
Unlikely;
Carboplatin:
Unlikely
1902119| CohortB (Nivo 33.9 Fever Resolved Unrelated
concurrent)
1902119| Cohort B (Nivo 35.6 Fever Resolved Unrelated
concurrent)
1902122| Cohort B (Nivo 23.3 Hematoma Resolved Unrelated
concurrent)
1902095| Cohort B (Nivo 26.7 Hyperglycemia Resolved Nivolumab:
concurrent) with Probable; Paclitaxel:
sequelae Unrelated;
Carboplatin:
Unrelated
1902127| Cohort B (Nivo 15.4 Hyperthyroidism Resolved Nivolumab:
concurrent) Probable; Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902090| CohortB (Nivo 15.6 Hypomagnesemia Resolved Nivolumab:
concurrent) Unrelated;
Paclitaxel: Probable;
Carboplatin:
Possible
1902007| CohortB (Nivo 52.1 Hyponatremia Resolved Nivolumab:
concurrent) Possible; Paclitaxel:
Unrelated;

Carboplatin:
Unrelated




Week from

rand to Relationship to
ID Treatment onset SAE name Outcome treatment
1902104| CohortB (Nivo 20.3 Hypophysitis Resolved Nivolumab:
concurrent) Probable; Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902104| CohortB (Nivo 23.0 Hypophysitis Resolved Nivolumab:
concurrent) Probable; Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902017| Cohort B (Nivo 14.0 Hypothyroidism Resolved Nivolumab:
concurrent) Probable; Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902072| CohortB (Nivo 24.0 Immune system Resolved |Nivolumab: Definite;
concurrent) disorders - Paclitaxel:
Other(Immune Unrelated;
Mediated Interstitial Carboplatin:
Nephritis) Unrelated
1902072| Cohort B (Nivo 10.4 Immune system Resolved |Nivolumab: Definite;
concurrent) disorders - Paclitaxel:
Other(Immune Unrelated;
related Interstitial Carboplatin:
nephritis) Unrelated
1902122| CohortB (Nivo 1.1 Infusion related Resolved Nivolumab:
concurrent) reaction Unrelated;
Paclitaxel: Definite;
Carboplatin:
Unrelated
1902127| CohortB (Nivo 3.9 Infusion related Resolved Nivolumab:
concurrent) reaction Unrelated;
Paclitaxel: Definite;
Carboplatin:
Unrelated
1902045| CohortB (Nivo 18.3 Lung infection Resolved Nivolumab:
concurrent) Possible; Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902045| CohortB (Nivo 26.6 Lung infection Resolved Nivolumab:
concurrent) Possible; Paclitaxel:
Unrelated;

Carboplatin:
Unrelated




Week from

rand to Relationship to
ID Treatment onset SAE name Outcome treatment
1902072| CohortB (Nivo 10.4 Lung infection Resolved Nivolumab:
concurrent) Possible; Paclitaxel:
Unlikely;
Carboplatin:
Unrelated
1902075| Cohort B (Nivo 3.6 Lunginfection Resolved Unrelated
concurrent)
1902075| CohortB (Nivo 23.3 Lunginfection Resolved Unrelated
concurrent)
1902122| CohortB (Nivo 29.0 Myasthenia gravis Resolved |Nivolumab: Definite;
concurrent) Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902122| Cohort B (Nivo 29.0 Myocarditis Resolved |Nivolumab: Definite;
concurrent) Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902122| Cohort B (Nivo 29.0 Myositis Resolved |Nivolumab: Definite;
concurrent) Paclitaxel:
Unrelated;
Carboplatin:
Unrelated
1902024| CohortB (Nivo 84.3 Pleural effusion Resolved Unrelated
concurrent) with
sequelae
1902024| Cohort B (Nivo 87.4 Pleural effusion Resolved Unrelated
concurrent) with
sequelae
1902006| CohortB (Nivo 8.7 Rash maculo- Resolved |Nivolumab: Definite;
concurrent) papular with Paclitaxel:
sequelae Unrelated;
Carboplatin:
Possible
1902078| Cohort B (Nivo 1.9 Rash maculo- Resolved Nivolumab:
concurrent) papular Probable; Paclitaxel:
Possible;
Carboplatin:
Unlikely
1902127| CohortB (Nivo 2.9 Rash maculo- Resolved Nivolumab:
concurrent) papular Probable; Paclitaxel:
Probable;

Carboplatin:
Unrelated




Week from

rand to Relationship to
ID Treatment onset SAE name Outcome treatment
1902072| CohortB (Nivo 66.9 Renal calculi Resolved Unrelated
concurrent)
1902092| CohortB (Nivo 22.7 Skin infection Resolved Unrelated
concurrent)
1902052| Cohort B (Nivo 3.0 Stroke Resolved Unrelated
concurrent)
1902019| Cohort B (Nivo 14.3 Thromboembolic Resolved Nivolumab:
concurrent) event Unrelated;
Paclitaxel: Possible;
Carboplatin:
Possible
1902122| Cohort B (Nivo 6.0 Thromboembolic Resolved Nivolumab:
concurrent) event Unrelated;
Paclitaxel: Probable;
Carboplatin:
Probable
1902122| CohortB (Nivo 17.1 Thromboembolic Resolved |Nivolumab: Unlikely;
concurrent) event Paclitaxel: Possible;
Carboplatin:
Possible
1902075| Cohort B (Nivo 6.1 Urinary tract Resolved Unrelated
concurrent) infection
1902073| Cohort B (Nivo 14.1 Wound infection Resolved Unrelated
concurrent)
1902099| CohortB (Nivo 221 Wound infection Resolved Unrelated

concurrent)




Participating centers and principal investigators

Royal North Shore Hospital, St Leonards, AU, Dr Sally Baron-Hay and A/Prof Alexander Menzies (24

Patients)

Peter MacCallum Cancer Centre, Melbourne, AU, Prof Sherene Loi (21 Patients)

Coffs Harbour Health Campus, Coffs Harbour, AU, Dr William Fox (13 Patients)

Flinders Medical Centre, Bedford Park, AU, Dr Sina Vatandoust (9 Patients)

Frankston Hospital, Frankston, AU, A/Prof Zee Wan Wong and Dr Babak Tamjid (7 Patients)

St John of God Hospital, Bunbury, AU, Dr Andrew Kiberu (7 Patients)

San Clinical Trials Unit, Wahroonga, AU, A/Prof Gavin Marx (6 Patients)

Riverina Cancer Centre, Wagga Wagga, AU, Dr Bala Renuka Chittajallu (5 Patients)

St George Hospital, Kogarah, AU, Dr Carole Harris (5 Patients)

Toowoomba Hospital, Toowoomba, AU, Dr Bhaskar Karki (4 Patients)

Waikato Hospital, Te Whatu Ora Waikato, NZ, Dr Marion Kuper-Hommel (4 Patients)

Ballarat Oncology and Haematology Services, Ballarat, AU, Prof George Kannourakis (3 Patients)

Instituto Europeo di Oncologica, Milan, Dr Marco Colleoni (1 Patient)

St Vincent’s Hospital Melbourne, Melbourne, AU, Dr Melissa Moore (1 Patient)
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