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Purpose

A retrospective study was performed to determine the survivability and operation related pathology
findings in control intravenous (IV) (femoral vein) cannulated rodents. IV cannulation is a technique in
which a cannula is placed inside a vein to provide venous access, which is typically used for long
duration administration and/or alleviating the irritation problem of dose formulations. Data were
collected from 281 females and 306 males, aged 6 to 10 weeks, from 32 studies (mostly 5 to 28 days
duration, ranged from 0.16 to 2 hours infusion) evaluated at the facility between 2019 and 2023. The
survival rate was 97% (male) and 98% (female). For early terminated animals, the cause of death was
attributed to the primary procedure-related macroscopic/microscopic findings of the single nodule
(correlating microscopically with suppurative inflammation) in the injection site or major secondary
embolic pneumonia in the lung/bridging hepatocellular necrosis in the liver/pyelonephritis or
nephropathy in the kidney/suppurative inflammation in the urinary bladder/endocarditis and
thrombosis in the heart. For schedule terminated animals, the most notable microscopic changes
included intravascular thrombosis, intimal fibrosis, mixed cell infiltration of inflammatory cells and/or
mineralization. The secondary procedure-related microscopic findings resulting from directly
expanding or indirectly spreading through the blood/lymph circulation from the primary thrombosis/
suppurative inflammation consist direct expanding caused suppurative inflammation; indirectly
spreading caused secondary findings in multiple organs; compensatory responses; stress-related
non-specific responses. Such a data base will help both the toxicologist and pathologist to differentiate
the study results so that the test article effects can be distinguished from procedural related findings.

Methods and Materials

Tissue samples from a total of 281 females and 306 male rats were obtained from control groups of

Results and Discussion

Key Macroscopic and Microscopic Findings: Injection Site
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The mortality rate was 3% (male) and 2% (temale). The primary procedure-related macroscopic
finding of a single nodule in the injection, correlating microscopically with mild to marked
suppurative inflammation. Primary procedure-related microscopic findings were identified in the
injection sites (peri-catheter thrombosis or progressing to suppurative inflammation with/without
perivascular hemorrhage). Data refers to Table 1.
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Table 1 Major Gross and Histopathology Findings at Injection Site(s) - (Combined Sexes)
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Table 2 Non-injection Site(s) Major Gross and Histopathology Findings at Injection Site(s) - (Combined Sexes)

Tissues/Organs Gross Findings Histopathology Findings

Conclusion

The cause of death or adverse clinical signs were
attributed to the primary procedure-related
microscopic findings of suppurative inflammation
in the injection site and its related major findings
occurred in the heart, lungs, liver, kidney, and/or
urinary bladder.

Canulation related primary procedure-related
microscopic findings of suppurative inflammation
in the injection site and its related major findings
occurred in the heart, lungs, liver, kidney, and
urinary bladder, etc organ.

Access to such a data base will help the scientist
toxicologist discern the true test article related
effects.
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Figure 1 Schematic Diagram: Injection Site Collection — (T (inflammation); liver (hematopoietic); muscle, biceps femoris (inflammation); sciatic nerve
from Femoral Vein Cannulated Rats = B ey ""ﬂ"" (infiltrate); skin, (inflammation); spleen (hematopoietic); bladder (inflammation).




