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« Multiple studies have also demonstrated associations between levels of [L-6 and C- T
reactive protein (CRP), a key biomarker for IL-6 pathway activity, and ASCVD risk. 78 Figure 1. IL-6 genetic variants are associated Figure 2. Risk of MACE and CV death across different
_ _ _ _ _ with hs-CRP levels and CVD risk. Specific LDL-C and hs-CRP levels. Analyses of multiple clinical
 Recently, three large analyses of high-risk patient populations have shown that high- genotypes at rs2228145 and rs7529229 are trial populations demonstrated higher risk for MACE and
sensitivity CRP (hs-CRP) is more strongly associated with risk of major adverse associated with lower hs-CRP levels and lower ~ CV death (shown as hazard ratios) for individuals with
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Figure 3. Median hs-CRP concentrations in completed studies of TOUROOG6 in patients with inflammatory

population_s With systemic mflammahon that is c_omparable to patients with ASCVD disorders. Median hs-CRP levels over time are shown from four clinical studies in patients with RA, SLE, or CD.
showed significant reductions In hs-CRP with both monthly and quarterly IV, intravenous; OLE, open-label extension.
subcutaneous (SC) dosing of TOUROOG6 (Figures 3 & 4).1° o o
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excess safety risk vs placebo in previous Phase 2 studies in CD and SLE. '+

o The most common AEs observed across all six completed Phase 1/2 studies
Included: headache, nasal congestion, oropharyngeal pain, abdominal pain,
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diarrhea, pain In extremity, arthralgia, nausea, fatigue, vomiting, and -100% >90% 0% 0%
nasopharyngitis/upper respiratory infection. Figure 4. Change in hs-CRP from PK/PD modeling. A PK/PD model developed using data from five studies in
: : : patients with RA, SLE, and CD, and healthy volunteers, demonstrated reductions in median hs-CRP (left),
* Currently, Tourmaline is developing TOUROO6 for the treatment of ASCVD and achievement of hs-CRP <2mg/L (center), and >50% reductions in hs-CRP (right) with TOUROO06 dosed SC 50
thyroid eye disease, with additional diseases under consideration. mg quarterly, 25 mg quarterly, or 15 mg monthly.

TRANQUILITY STUDY

« TRANQUILITY is an ongoing Phase 2, randomized, double-blind, placebo-controlled, multicenter trial enrolling at ~40 sites located across the United States (Figure 5).

« PURPOSE: The Phase 2 TRANQUILITY Trial is designed to evaluate the safety, PK, PD, and hs-CRP lowering effect of quarterly and monthly subcutaneous administration
of TOUROOG6 in ASCVD defined as patients with chronic kidney disease (CKD) and elevated hs-CRP.

o The CKD population was chosen for this study due to the high prevalence of elevated hs-CRP and supporting evidence for IL-6 pathway activation leading to
Increased risk for ASCVD in patients with CKD.

TRAN%J |TY Study Design Table 1. Key outcome measures for the Phase 2 TRANQUILITY Study.

Primary Outcome Measures

« Change from baseline in hs-CRP after 90 days of treatment

TOUROO6 50 mg SC quarterly
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m i . 1 « Change from baseline in hs-CRP after 180 days of treatment
cotulY, . TOUROOG6 25 mg SC quarterly « Serum drug concentrations of TOURQOOG6 at baseline and after 30, 60, 90, 120, 150, and

(n =30) 180 days of treatment
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Figure 5. TRANQUILITY study design overview. Approximately 120 patients with CKD stage 3 or 4 and hs-
CRP>2 and <15 mg/L are planned for enrollment. Patients will be stratified by CKD stage and randomized to
receive SC TOUROOG6 50 mg quarterly, 25 mg quarterly, 15 mg monthly, or placebo for 6 months. Assessments will
continue for 6 months following completion of treatment. eGFR, estimated glomerular filtration rate.

CONCLUSIONS

* As a fully human, anti-IL-6 monoclonal antibody, TOUROO®6 introduces a novel approach to targeting key inflammatory pathways implicated in the progression ASCVD.

« TOUROOG is being developed and investigated towards an aim of addressing persistent cardiovascular risk in patients despite lifestyle modification and existing
pharmacologic interventions.

« TOUROOG is being evaluated in the ongoing TRANQUILITY study to characterize the safety and tolerability, PK, and hs-CRP-lowering effect of TOUROO®G, and to inform the
dosing and design of future Phase 3 outcome studies in CV indications.
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