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Cytokines are crucial orchestrators of the host immune response and have gained focus in safety assessment. MCP-1 29979 ALT 5.91 [10°3/mL] on Chest SERUM CYTO KI NE AND
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purpose of this exploratory/pilot analysis was to demonstrate the value of assessing cytokines during drug
development, and t_o_facilitate the interpretation of the data by examining other StL_de parameters such as Clinic_al Tables 3. Cytokine and chemokine changes and the associated clinical chemistry changes relative to pre-dose levels, as well as the clinical Luminex Method: Cynomolgus serum cytokines and chemokines were analyzed using the Invitrogen Cytokine
observations and clinical pathology measurements. The data for 13 animals was examined in this exploratory analysis. observations for the 13 animals. *Represented in figure 1A and 1B, respectively. **Represented in figure 1C and 1D, respectively. Magnetic 29-Plex Panel Kit (Product Number: LPCOOO5M). Data was acquired using the BioRad BioPlex 200
Individual animals were selected and represented in figures 1A to 1D. Instrument and BioPlex Manager Software.
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e Cynomolgus monkeys — Chinese and Cambodian origin
 Naive and non-naive status

o« 2-4 years old; 2-7 kg body weight

 Screening: dental and physical examination including clinical pathology 400
e Treatments: dewormed, vaccinated with MMR and Attenuvax

e Environmental conditions: group housed
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Blood Chemistry: Blood was collected for serum chemistry analysis using an AU680 chemistry analyzer.
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Day 1, Pre dose Day 1, Lhour Day1, 4hour Day 1,8 hour Day2, 24 hour Day 3, 48 hour e A Data for 13 animals was analyzed and represented in Table 3. Individual animals were selected and illustrated in
figures 1A to 1D, to show changes in the measured analytes over time. Cytokine and chemokine increases started
one hour after dosing and peaked at eight hours. The increases were transient and returned to pre-dose levels
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g 10000 . 158 = 3 Animals displayed hunched posture and emesis on Day 2, one animal was euthanized due to moribundity on Day 3.
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IL-8 (chemokine) Attract Neutrophils 7 — _— . The aim of this exploratory analysis was to facilitate the interpretation of cytokine data by examining other
—nmalC FEERANmEID e Anmal G e Animal et study parameters such as clinical pathology data and clinical observations. In general, increased cytokines were
MCP-1 (chemokine) Attract Monocytes associated with changes in ALT, AST, BUN, CRN, CRP, and neutrophil counts for the 13 animals examined. It is

Figure 1, A to D. Cytokine and chemokine changes and the associated clinical chemistry changes, as well as the in-life observations.
Graphs show changes in measured analytes over different timepoints for the selected animals. Bars represent cytokine and chemokine _ e
Tables 1. Cytokine and chemokine function. Commonly analyzed cytokines and chemokines and their respective functions. elevations which are transient and return to pre-dose levels after day 2. Dotted lines represent clinical chemistry parameters measured over assessment data in nonclinical drug development.
time (two data points). In-life observations for the animals are described within the graph in a green textbox.

iImportant to note that this was not an exhaustive analysis, but a starting point to aid in the interpretation of safety
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