[image: ]Key points
· No significant differences were noted on platelet aggregometery between any of the groups
· Aspirin resulted in a significant decrease in OMBT at day 15 and a significant decrease in TXB2 at all time points compared to baseline

Questions
1. True/false: Tromboxane B2 is utilized diagnostically in cats as it is been shown to be the predominant mediator of coagulation
2. Platelet aggregation utilized ADP and collagen in this study due to:
a. Conformity with previous veterinary and human studies
b. Inhibit red cell effects on coagulation
c. Create a more physiologic activation
d. Because previous studies used arachadonic acid and they wanted to try something new
3. Evidence of decreased platelet activation in the aspirin group in this study was evidenced by:
a. Increased aggregation on aggregometry
b. Increased levels of serotonin
c. Evidence of bleeding in test subjects
d. Decreased levels of thromboxane B2


[image: ]Key points
· Treatment group overall mortality rate: 12%, control group: 45%.  Mortality at 28 days treatment group: 8%, control group: 45%
· Significant C3 elevations following treatment with c1-esterase inhibitor 
· Significant decreased in c-reactive protein following treatment
· Biological effects of C1-esterase inhibitor have been shown to be: prevention of endotoxin induced shock, reduction in vascular permeability, reduction in LPS-mediated macrophage activation, increased bacterial uptake by phagocytes, reduction in viable gram-neg bacteria in blood and peritoneal fluids in peritonitis, improved removal of bacteria via complement receptor 3 mediated pathway, reduction in the level of proinflammatory cytokines, upregulated release of anti-inflammatory cytokine IL-10
Questions
1. C1-esterase inhibitor is
a. Proinflammatory
b. A free radical scavenger
c. Anti-inflammatory
d. Not helpful in sepsis
2. C1-esterase inhibitor decreased 28 day mortality from _____ to ______.
a. 45 to 12
b. 67 to 23
c. 45 to 8
d. 54 to 12


[image: ]Key points
· Fresh platelet concentrate is only good for 5 days, at room temp, with gentle agitation
· Lyophilized platelets are good for about 24 months, in the refrigerator
· Study concluded that both lyophilized and fresh platelets were safe, efficacy could not be evaluated due to low numbers
· Fresh platelets are considered to be efficacious for about 3.5-7days
· Platelets frozen in DMSO considered to be efficacious for about 2 days
· [bookmark: _GoBack]Lyophilized platelets considered to be efficacious for several hours
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Lack of inhibitory effect of acetylsalicylic acid
and meloxicam on whole blood platelet
aggregation in cats

Curtis J. Cathcart, DVM; Benjamin M. Brainard, VMD, DACVA, DACVECG; Lisa R. Reynolds, BSc;
Sami Al-Nadaf, BSc and Steven C. Budsberg, DVM, MS, DACVS

Abstract

Objective - To determine the effects of acetylsalicylic acid (ASA) and meloxicam on feline platelet aggregation
and associated platelet thromboxane production and serotonin release.

Design — Prospective interventional study.

Setting — University research facility.

Animals - Eight healthy male castrated domestic short hair cats from a research colony.

Interventions - Oral medications were administered to 8 cats for 14 days ina randomized, placebo-controlled,
crossover design. Treatment groups included: aspirin (ASA) (5 mg/kg q 48 h), meloxicam (0.05 mg/kg q 24 h),
and placebo (0.5 mL of water q 24 h). Thromboxane assays (TXBy) and whole blood (impedance) aggregometry
(WBA) were performed on samples collected before drug administration, and on days 7, 15, and 17, using
adenosine diphosphate (ADP; 10 pM) and collagen (5 ug/mL) as agonists for WBA. Serotonin release was
assayed on postaggregation plasma. Oral mucosal bleeding time (OMBT) and complete blood cell counts were
measured on days 0 and 15.

Measurements and Main Results — Neither medication affected WBA at any time point. OMBT decreased in
the ASA group relative to baseline. No differences were detected in WBA and OMBT baseline between any
groups. No difference was detected in serotonin secretion at any time point. TXB, was significantly decreased
in the ASA group at all times after initiation of treatment but no change was noted in the meloxicam or placebo
groups.

Conclusions — At the doses studied, neither meloxicam nor ASA had an inhibitory effect on WBA or OMBT in
cats. Thromboxane concentrations were significantly decreased with ASA treatment.
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Cl-esterase inhibitor infusion increases survival rates for patients

with sepsis*

Anton A. Igonin, MD, PhD; Denis N. Protsenko, MD, PhD; Gennadiy M. Galstyan, MD, PhD;
Alexey V. Viasenko, MD, PhD; Nana N. Khachatryan, MD, PhD; Igor V. Nekhaev, MD, PhD;
Sergey A. Shiyapnikov, MD, PhD; Natalya B. Lazareva, MD, PhD; Paul Herscu, ND, MPH

Objectives: Systemic inflammatory response variability dis-
plays differing degrees of organ damage and differing outcomes
of sepsis. C1-esterase inhibitor, an endogenous acute-phase pro-
tein, regulates various inflammatory and anti-inflammatory path-
ways, including the kallikrein-kinin system and leukocyte activity.
This study assesses the influence of high-dose Ci-esterase in-
hibitor administration on systemic inflammatory response and
survival in patients with sepsis.

Design: Open-label randomized controlled study.

Setting: Surgical and medical intensive care units of nine
university and city hospitals.

Patients: Sixty-one patients with sepsis.

Interventions: Patients were randomized to receive either 12,000
U of C1-esterase inhibitor infusions in adition to conventional treat-
ment or conventional treatment only (n = 41 C1-esterase inhibitor,
20 controls). Blood samples for measurement of C1-esterase inhib-
itor, complement components C3 and C4, and C-reactive protein
concentrations were drawn on days 1, 3, 5, 7, 10, and 28.

Measurements and Main Results: Quartile analysis of Ci-
esterase inhibitor activity in sepsis subjects revealed that the
lowest quartile subgroup had similar activity levels (0.7-1.2 U/L),
when compared to healthy volunteers (p > .05). These normal-
level C1-esterase inhibitor sepsis patients nevertheless displayed

increased C-reactive protein (p = .04) production and higher
likelihoods of a more severe sepsis (p = .001). Overall,infusion of
Ci-esterase inhibitor increased C1-esterase inhibitor (p < .005
vs. control on days 2, 3, and 5) functional activity, resulted in
higher C3 levels (p < .05 vs. control on days 2 and 3), followed by
decreased C-reactive protein (p < .05 vs. control on days 3 and
10). Simultaneously, C1-esterase inhibitor infusion in sepsis pa-
tients was associated with reduced all-cause mortality (12% vs.
45% in control, p = .008) as well as sepsis-related mortality (8%
vs. 45% in control, p = .001) assessed over 28 days. The highest
absolute reduction risk of 70% was achieved in sepsis patients
with Simplified Acute Physiology Score Il scores >27.

Conclusion: In the present study, patients in the lowest quartile
of Ci-esterase inhibitor activity in combination with high C-reac-
tive protein demonstrated a higher risk of developing severe
sepsis. In general, high-dose C1-esterase inhibitor infusion down-
regulated the systemic inflammatory response and was associ-
ated with improved survival rates in sepsis patients, which could
have important treatment and survival implications for individuals
with Ci-esterase inhibitor functional deficiency. (Crit Care Med
2012; 40:770-777)

Key Woros: C1-esterase inhibitor; complement activation; inflam-
‘mation: kallikrein-kinin system: sepsis: systemic inflammation
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Use of fresh platelet concentrate or
lyophilized platelets in thrombocytopenic
dogs with clinical signs of hemorrhage: a
preliminary trial in 37 dogs

Elizabeth B. Davidow, DVM, DACVECC; Benjamin Brainard, DVM, DACVA, DACVECC;
Linda G. Martin, DVM, MS, DACVECC; Matthew W. Beal, DVM, DACVECC; Arthur Bode, PhD;
Michael J. Ford, PhD; Noel Ramsey, BS, LVT, LATG; Alicia Fagella, DVM, DACVECC

and Ari Jutkowitz, VMD, DACVECC

Abstract

Objective - To examine the safety and feasibility of using lyophilized platelets (LYO) and fresh platelet concen-
trate (FRESH) in bleeding thrombocytopenic dogs.

Design - Preliminary prospective randomized clinical trial.

Setting — Two private referral centers and 3 university teaching hospitals.

Animals - Thirty-seven dogs with a complaint of hemorrhage associated with thrombocytopenia (platelet count
<70 x 10°/L [70,000/ L], a hematoerit >15%, and that had received neither vincristine nor platelet-containing
transfusions within 72 h of enrollment were studied.

Interventions— Animals were randomized to receive LYO or FRESH, dosed according to weight. Physical exam-
ination, complete blood counts, and coagulation testing (prothrombin time and activated partial thromboplastin
time) were performed at enrollment. Physical examinations were also performed immediately post transfusion,
and at 1 and 24 h after transfusion. Complete blood counts were repeated immediately post transfusion and at
24 h. Collected data included bleeding score (BLS), response to transfusion, adverse reactions, hospitalization
time, need for additional transfusions, survival to discharge, and 28-d survival.

Measurements and Main Results — Twenty-two dogs received LYO and 15 received FRESH. There was no
difference between groups in age, weight, BLS, platelet count, white blood cell count, hematocrit, or presence
of melena. There was no difference between groups in transfusion reaction rates, the need for additional
transfusions, 24-h BLS, hospitalization time, survival to discharge, or 28-d survival.

Conclusions - Transfusion of LYO was feasible and associated with a low transfusion reaction rate in this
limited study of thrombocytopenic canine patients presenting with mild-to-severe hemorrhage. LYO were easy
to use and provided storage advantages over FRESH. Further study of this product, including examination of
efficacy and platelet life span, is warranted.
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