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• Pacibekitug (TOUR006; formerly PF-04236921) is a long-acting, fully human, 
anti–interleukin-6 (IL-6) monoclonal antibody with a naturally long half-life, 
low immunogenicity, and high binding affinity for IL-6.

Objective:

• The ongoing Phase 2 TRANQUILITY trial (TOUR006-C01; NCT06362759) is 
designed to evaluate the safety, tolerability, pharmacokinetics, and 
pharmacodynamics of quarterly (Q90D) and monthly (Q30D) subcutaneous 
(SC) administration of pacibekitug in patients with elevated high-sensitivity C-
reactive protein (hs-CRP) and chronic kidney disease (CKD). 

• Enrollment completed in December 2024 and the prespecified primary 
analysis data were extracted on April 23, 2025; study completion is 
anticipated in December 2025 (Figure 1).

Figure 1. TRANQUILITY trial design. 
CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; Q30D, monthly; Q90D, quarterly; SC, 
subcutaneous; UPCR, urine protein-creatinine ratio. 

Secondary endpoints:
• Percentage achieving hs-CRP <2 mg/L or <1 mg/L through Day 90
• Median time-averaged percent change in hs-CRP at Day 90 and through Day 180
• Median percent change in additional inflammatory biomarkers including 

lipoprotein(a), fibrinogen, and serum amyloid A
• Safety and tolerability, including effect on lipids/lipoproteins

Randomized, double-blind, placebo-controlled Phase 2 trial (NCT06362759) 

Study population:
• High-sensitivity C-reactive protein (hs-CRP) ≥2 mg/L and <15 mg/L
• CKD stage 3–4 (eGFR 15–59 ml/min/1.73m2) or UPCR ≥200 mg/g
• Excluded patients at higher risk for safety complications (e.g., 

immunocompromised patients)

Primary endpoint:
• Median time-averaged percent change in hs-CRP through Day 90
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• The prespecified primary analysis used a modified intention-to-treat (mITT) 
population (N = 126), defined as: baseline hs-CRP ≥1.9 mg/L, ≥1 post-
baseline hs-CRP value, and received all planned study drug doses during 
primary evaluation period.

• Baseline characteristics were consistent with other studies in patients with 
CKD and were generally balanced across treatment arms (Table 1).

Placebo
N = 31

Pacibekitug

25 mg Q90D
N = 31

50 mg Q90D
N = 30

15 mg Q30D
N = 34

Age, years, median (IQR) 72 (62, 77) 73 (66, 76) 70 (61, 78) 65 (60, 73)

Female 21 (68) 17 (55) 19 (63) 21 (62)

Body mass index, kg/m2, median (IQR) 33.4 (29.7, 36.3) 32.2 (28.1, 35.6) 35.1 (30.7, 39.8) 33.4 (30.2, 36.3)

ASCVD 15 (48) 16 (52) 20 (67) 7 (21)

Diabetesa 21 (68) 16 (52) 20 (67) 19 (56)

Statin use )19 (61) 22 (71) 22 (73) 22 (65)

Incretin use 12 (38.7) 5 (16.1) 7 (23.3) 10 (29.4)

LDL cholesterol, mg/dL, median (IQR) 88 (61, 118) 105 (80, 123) 80 (70, 114) 101 (81, 120)

eGFR, ml/min/1.73m2, median (IQR)b 43.5 (33.5, 53.0) 37.5 (33.0, 47.0) 48.0 (36.5, 56.5) 42.5 (36.0, 57.0)

IL-6, pg/ml, median (IQR) 4.91 (3.32, 5.93) 4.62 (2.87, 7.30) 5.56 (3.58, 10.03) 4.86 (2.39, 7.83)

hs-CRP, mg/L, median (IQR)b 3.60 (2.70, 5.10) 3.90 (2.35, 5.55) 5.18 (3.60, 7.35) 4.73 (3.80, 7.40)

Table 1. Key baseline characteristics of the primary analysis population. 
Data provided are presented as N (%) unless otherwise indicated. aIncludes patients with screening hemoglobin 
A1c ≥6.5% and those with a history of diabetes or on medications for diabetes at baseline. bBaseline values 
were calculated as the average of the Screening and Day 1 values. A1c, glycated hemoglobin; ASCVD, 
atherosclerotic cardiovascular disease; eGFR, estimated glomerular filtration rate; hs-CRP, high-sensitivity 
C-reactive protein; IL-6, interleukin-6; LDL, low-density lipoprotein; Q30D, monthly; Q90D, quarterly.

• Pacibekitug demonstrated statistically significant reductions in hs-CRP 
across all pacibekitug dosing arms (Figure 2).

Figure 2. Median time-averaged percent change in hs-CRP through Day 
90 in the mITT population. 
Through the primary evaluation period, the Q90D dosing groups received a single dose of pacibekitug 
on Day 1, and the Q30D dosing group received three doses on Day 1, Day 30, and day 60.*p <0.0001 
for all comparisons vs placebo. Error bars indicate IQR. hs-CRP, high-sensitivity C-reactive protein; 
mITT, modified intention-to-treat; Q30D, monthly; Q90D, quarterly.

• Rapid and durable suppression of hs-CRP was observed, with 
significant reductions at the earliest post-dose timepoint, Day 30, and 
throughout the primary evaluation period (Day 90; Figure 3).

Figure 3. Median (IQR) time-averaged percent change in hs-CRP from 
baseline by visit through Day 90 in the mITT population. 
*p <0.0001 for all comparisons vs placebo. Error bars indicate IQR. hs-CRP, high-sensitivity C-reactive 
protein; mITT, modified intention-to-treat; Q30D, monthly; Q90D, quarterly.

• A significant percentage of participants across all pacibekitug dosing 
arms achieved an hs-CRP of <2 mg/L and a more aggressive target of 
<1 mg/L at Day 90 (Figure 4).

Figure 4. Percentage of participants achieving hs-CRP <2 mg/L and 
<1 mg/L at Day 90 in the mITT population. 
*p <0.0001 for all comparisons vs placebo. Error bars indicate IQR. hs-CRP, high-sensitivity C-reactive 
protein; mITT, modified intention-to-treat; Q30D, monthly; Q90D, quarterly.

• Consistent, large reductions in hs-CRP were observed across clinically 
relevant subgroup analyses including sex, baseline diabetes status, and 
baseline use of statin or incretin therapy (Figure 5).

Figure 5. Reductions in hs-CRP stratified by baseline characteristics. 
*p <0.05 vs placebo. Data are presented as median (IQR). ASCVD, atherosclerotic cardiovascular 
disease; eGFR, estimated glomerular filtration rate; hs-CRP, high-sensitivity C-reactive protein; IL-6, 
interleukin-6; LDL-C, low-density lipoprotein cholesterol; Q30D, monthly; Q90D, quarterly. 
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• Concordant reductions were observed with other markers of IL-6 pathway 
activity, including lipoprotein(a), fibrinogen, and serum amyloid A (Figure 6).

Figure 6. Median percent change in lipoprotein(a), fibrinogen, and serum 
amyloid A at Day 90. 
Error bars indicate IQR. aSimilar results were observed in the subgroup with baseline lipoprotein(a) ≥75 
nmol/L: placebo, -4%; 25 mg Q90D, -13%; 50 mg Q90D, -20%; and 15 mg Q30D -27%.*p <0.05 for all 
comparisons vs placebo. Q30D, monthly; Q90D, quarterly.

Table 2. Cumulative safety through the primary data extraction date. 
Data presented as N (%). aFatal case of COVID-19 in a 71-year-old man with baseline hs-CRP 11.1 mg/L, CKD 
stage 3, hypertension, and no booster vaccination (last vaccinated in 2020). COVID-19 onset occurred 84 days 
after a single 25-mg dose. bLaboratory abnormalities defined as confirmed low values on 2 consecutive 
assessments. AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; CKD, 
chronic kidney disease; hs-CRP, high-sensitivity C-reactive protein; Q30D, monthly; Q90D, quarterly; ULN, 
upper limit of normal.

• Pacibekitug 50 mg Q90D and 15 mg Q30D demonstrated 86% and 85% median 
time-averaged reductions in hs-CRP through Day 90, respectively.

• Consistent, large reductions in hs-CRP were observed across subgroups.
• Among participants receiving pacibekitug, 77%–88% and 45%–65% achieved an 

hs-CRP of <2 mg/L and <1 mg/L, respectively.
• Concordant reductions in additional IL-6–related pharmacodynamic biomarkers 

were observed (lipoprotein(a), fibrinogen, serum amyloid A).
• No safety signals were observed as of the primary data extraction date.
• Topline data from TRANQUILITY support quarterly dosing of pacibekitug in 

future studies in high-risk patients with cardiovascular disease.
• IL-6 inhibition, achieving the observed reductions in hs-CRP with pacibekitug in 

TRANQUILITY, has the potential to improve outcomes in patients with 
established atherosclerotic cardiovascular disease (ASCVD) or ASCVD risk factors.
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• Overall, pacibekitug demonstrated comparable incidence rates of adverse 
events vs placebo in the safety population (N = 141; Table 2).

• No clinically meaningful increases in atherogenic lipids or lipoproteins were 
observed in the pacibekitug arms vs placebo, including when stratified by 
baseline statin use.

Placebo
N = 36

Pacibekitug

Pooled
N = 105

25 mg Q90D
N = 35

50 mg Q90D
N = 35

15 mg Q30D
N = 35

Adverse events 20 (56) 54 (51) 19 (54) 17 (49) 18 (51)

Serious adverse events 3 (8) 8 (8) 5 (14) 1 (3) 2 (6)

AEs leading to discontinuation 0 2 (2%) 0 1 (3) 1 (3)

Infection 8 (22) 23 (22) 9 (26) 8 (23) 6 (17)

Serious infection 1 (3) 3 (3) 3 (9) 0 0

Death 0 1 (1)a 1 (3)a 0 0

Injection site reaction Grade 2+ 0 0 0 0 0

Neutropenia Grade 2b 1 (3) 2 (2) 1 (3) 0 1 (3)

Neutropenia Grade 3+b 0 0 0 0 0

Thrombocytopenia Grade 2+b 0 0 0 0 0

ALT or AST >3x ULN 1 (3) 0 0 0 0
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