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No sample size calculation was done as the TBCOX2 study is an exploratory phase I/II safety study and the first of its kind. Although
immunogenicity was not the primary objective of this trial, the target for inclusion, 40 patients, 10 in each study group, was based on results
in Mtb-uninfected adults where H56:IC31 elicited significant differences in immunogenicity with 10 patients per group (Luabeya AK et al.
Vaccine 2015; 33(33): 4130-40).

All patients of the randomised set with at least one valid measurement of any of the outcome variables after baseline will be included in the
full analysis set (FAS) We will perform intention to treat (ITT) analysis in the FAS, meaning that we treat participants as they were randomized
and independent of adherence. Hierarchal ranking of primary and secondary priority outcomes are presented in Supplementary (Appendix)
Table 1-3 and secondary and tertiary priority outcomes are presented in Supplementary Figures 2-7. Formal testing were performed on the
primary priority outcomes only.

Since this is a phase 1 study with limited clinical material available the analyses were performed once with no replication of the experiments.
In some experiments the analyses (Flurospot) were performed in triplicates to ensure validity. However, the laboratory protocols were
validated before the experiments and Standard Operating Procedures (SOP) protocols were performed. We have also written a detailed
clinical trial protocol, provide detailed protocols of the laboratory experiments and precisely predefined all statistical analyses in a statistical
analysis plan, making replication of the study feasible.

Participants were enrolled at tuberculosis diagnosis and by a computer-generated sequential allocation built into the eCRF software
(ViedocTM, Viedoc Technologies AB), randomized to either; etoricoxib, H56:IC31, standard TB treatment only (controls), or etoricoxib
+H56:IC31. The final treatment allocation to the four study groups was a 1:1:1:1 ratio with a randomization allocation ratio of first 2:2:1:0 and
a subsequent randomization allocation ratio of 0:0:1:2. Prior to the second allocation that included the etoricoxib+H56:IC31-group, an interim
safety analysis was performed when the last patient in the 2:2:1:0 groups had reached study day 98, according to protocol.

This is a first-in human open Phase I study of Tuberculosis patients with active disease receiving 2 various intervention (vaccine and a drug).
We decided to design this as an open study without blinding both due to the potential safety issue for the patients with ongoing disease and
the complexity of the study design.

Whole blood intracellular cytokine staining (WB-ICS) assay: CD3-AmCyan (clone SK7/Leu-4/cat.no 339186, BD), CD4-APCH7 (SK3/
Leu-3a/cat.no 641398, BD), CD8-AlexaFluor488 (clone SK1/cat.no 344716, Biolegend), IFN"-BV421 (clone B27/cat.no 562988, BD
Horizon), TNF!-APC (clone Mab11/cat.no 551384, BD Pharmingen), IL2-PE (MQ1-17H12/cat.no 559334, BD Pharmingen).

Fluorescence immuno-spot (Fluorospot) assay (IFN"/IL-2): Human IFN"/IL-2 pre-coated FluoroSpot plates, 96-wells, Mabtech AB,
Sweden, co-stimulant (anti-CD28 0.1mg/ml, Mabtech AB, Sweden). Anti-CD3 (Mabtech AB, Sweden).

Quantification of anti-H56 IgG in serum: HRP labelled Rabbit anti-human IgG (DAKO; P0214 / Cat. No. P021402-02)
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The antibodies are commersial clones specific for humans and tested by the manufacturer BD Pharmingen, Biolegend, DAKO and
Mabtech, titrated and validated in our lab for the Flurospot and intra cellular cytokine flow cytometry panels to give the optimal and
inter-assay stable performence.

Patients of both gender with age between 18-70 years with confirmed active pulmonary and/or extrapulmonary tuberculosis
disease infected with drug-sensitive Mtb strains were included.

Patients admitted to the Dep. of Infectious Diseases and Dep. of Pulmonary Medicine, Oslo University Hospital, Norway or
from other hospitals in the Oslo region or our partners from Haukeland University Hospital were screened and included
according to inclusion and exclution criteria and after informed consent was given.

Due to the first-in-human phase I design the inclusion/exclusion criteria were strick so the majority of TB patients were not
possible to include and thus included patients had none or few co-morbidities so they are not totally representative of the TB
population. This could potentially impact on the relevance of the results and further studies are needed as we are discussing
under limitations in our paper. Other potential self-selection bias we believe were not present since the study team had no
relationship with any of the participants before inclusion. Standard TB treatment and management were also organized by
the hospital and responsible clinicians.

The protocol was approved by the Regional Ethics Committee (TBCOX2, REK SØ 2015/692) and The Norwegian Medicines
Agency (EudraCT Number 2014-004986-26). The study was done in compliance with the Declaration of Helsinki principles and
in accordance with the International Conference on Harmonisation’s Good Clinical Practices guidelines.

ClinicalTrials.gov, No: NCT02503839

Study protocol submitted together with manuscript and are also available on the repository of the open science framework (osf):
https://osf.io/khvf4/

The tuberculosis patients were included in the study at the study sites (Oslo University Hospital and Haukeland University Hospital)
from November 2015 to December 2018 and followed at regular visits in the hospital wards or at the hospitals out-patients clinics
with evaluation of tuberculosis disease and safety of the intervention at days 7, 14, 28, 56, 84, 98, 140, 154, 182, 210, and 238.
Blood was drawn during the visits and transported immediately to the hospital research laboratory for further processing. Clinical
data was obtained by the study nurse or study doctor from questioning and examining the patients during visits or from the hospital
medical records and registrated in the eCRF.

The primary outcome was safety of etoricoxib and H56:IC31 alone or combined in patients that received at least one dose of
etoricoxib and/or one dose of H56:IC31. Safety was assessed by the occurrence of AEs, SAEs and SUSARs. These outcomes, including
incidence of solicited and unsolicited local (injection site) and systemic AE reported for 14 days after vaccination, were assessed by
medical trial investigators on and included questioning of symptoms, clinical examination, radiology, microbiology and routine blood
sampling. All AEs/SAEs were coded according to the Medical Dictionary for Regulatory Activities (MedDRA) coding system (https://
www.meddra.org/) and evaluated for its relationship to the study interventions and severity. As participants had TB at baseline, a
deterioration in the FDA toxicity grading scale (mild, moderate, severe; Supplementary Data pp. 3-5) was registered as AEs/SAEs.

The secondary outcomes were tuberculosis specific cellular (cytokine producing CD4+ T cellls) and humoral (H56 IgG) immune
responses defined and priority ranked a priori depending on the hypothesized impact of the interventions an in line with comparable
vaccine studies (described in detail in Supplementary Data pp. 6-7). The secondary outcome measures were assessed by
Fluorescence IFN"/IL-2 immuno-spot (Fluorospot) assay and Whole blood intracellular cytokine staining (WB-ICS) flow cytometry
performed on blood cells and by ELISA quantification of anti-H56 IgG in serum.




