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There have been conflicting reports on the efficacy of recombinant human activated
protein C, or drotrecogin alfa @activated) (LrotAA), for the treatment of patients
with septic shock.

METHODS
In this randomized, double-blind, placebo-controlled, multicenter trial, we assigned
1697 patients with infection, systemic inflammation, and shock who were receiving
fluids and vasopressors above a threshold dose for 4 hours to receve either DrotAA
(at a dose of 24 jug per kilogram of body weight per hour) or placebo for 96 hours.
The primary outcome was death from any cause 25 days after randomization.

RESULTS
At28 days, 223 of 846 patients (26.4%) in the LrotAA group and 202 of £34 (24.2%)
in the placebo group had died (relative risk in the DrotAA group, 1.09; 95% con-
fidence interval [CI], 0.92 to 1.2; P=0.31). At 90 days, 267 of §42 patients (:4.1%)
in the DrotAA group and 260 of §22 (32.7%) in the placebo group had died (relative
risk, 1.04; 95% CI, 0.90 o 1.19; P~0.56). Among patients with severe protein C
deficiency at baseline, 9 of 342 (28.7%) in the DrotAA group had died ar 28 days,
as compared with 102 0f 331 (30.8%) in the placebo group (risk ratio, 0.93; 95% CI,
074 to 1.17; P=0.54). Similarly, rates of death at 28 and 90 days were not signifi-
cantly different in other predefined subgroups, including patients at increased risk
for death. Serious bleeding during the treatment period occurred in 10 patients in
the LrotAA group and & in the placebo group (P=0.81).

coNcLusIoNs
DrotAA did not significantly reduce mortality at 25 or 90 days, as compared with
placebo, in patients with septic shock. (Funded by Eli Lilly; PROWESS-SHOCK
ClinicalTrials.gov number, NCT00604214.)




· Drotrecogin alfa (activated) = recombinant human activat4ed protein C

· Adult septic patients with shock (needed pressors) and clinical evidence of hypoperfusion

· Also assessed predetermined subgroups – 28-day mortality in pt with severe protein C deficiency, 90-day mortality, number of organ failures, APACHE II score > or < 25,  ect. 
· The PROWESS-SHOCK study showed that activated protein C should be recommended for patinents: 

a. With severe septic shock, APACHE >25

b. In no patients with septic shock

c. In all patients with septic shock
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A combination of prednisone, azathioprine, and N-acetylcysteine (NAC) has been
widely used as a treatment for idiopathic pulmonary fibrosis. The safety and effi-
cacy of this three-drug regimen is unknown.

MeTHODS
In this randomized, double-blind, placebo-controlled trial, we assigned patients with
idiopathic pulmonary fibrosis who had mild-to-moderate lung-function impairment
0 one of three groups — receiving a combination of prednisone, azathioprine, and
NAC (combination therapy), NAC alone, or placebo — in a 1:1:1 ratio. The primary
outcome was the change in longitudinal measurements of forced vital capacity dur-
ing a 60-week treatment period.

resuiTs
When approximately 50% of data had been collected (with 77 patients in the com-
bination-therapy group and 7 in the placebo group), a planned interim analysis
revealed that patients in the combination-therapy group, as compared with the
placebo group, had an increased rate of death (¢ vs. 1, P=0.01) and hospitalization
(23 vs. 7, P<0.001). These abservations, coupled with no evidence of physiological
or clinical benefit for combination therapy, prompted the independent data and
safety monitoring board to recommend termination of the combination-therapy
group ata mean follow-up of 32 weeks. Data from the ongoing comparison of the
NAC-only group and the placebo group are not reported here.

concLusions
Increased risks of death and hospitalization were observed in patients with idio-
pathic pulmonary fibrosis who were treated with a combination of prednisone,
zathioprine, and NAC, as compared with placebo. These findings provide evidence
against the use of this combination in such patients. (Funded by the National Heart,
Lung, and Elood Institute and the Cowlin Family Fund; ClinicalTrials.gov number,
NCT00650001.)





· Adults with IPF with mild to moderate lung function impairment
· Pred/Aza/NAC vs NAC w/ 2 placebos vs all placebo

· Pred .5 mg/kg tapered over 25 weeks to .15 mg/kg ideal body weight

· Azathioprine based on ideal body wt, max 150 mg

· NAC 600 mg PO q8

· Primary outcome: change in FVC during 60 weeks, secondary: rate of death, time until death, freq of acute exacerbations, time to disease progression, ect

· During midpoint analysis – stop three drug combo b/c of increased deaths, hospitalizations, and serious adverse events

· Combo therapy – more patients stopped one or multiple drugs, no change in primary outcome, but not continued to 60 weeks, higher rate of serious adverse events (83%)

· Pending analysis of NAC vs placebo group
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[image: image3.jpg]Objective: To assess the feasibility and safety of transplantation of autologous
bone marrow stromal cell (BMSC) in dogs with acute spinal cord injury (SCI).
Study Design: An open-label single-arm trial.

Animals: Dogs (n=7) with severe SCI from T6 to LS, caused by vertebral fracture
and luxation

Tethods: Decompressive and stabilization surgery was performed on dogs with
severe SCI caused by vertebral fracture and luxation. Autologous BMSCs were
obtained from each dog’s femur, cultured, and then injected into the lesion in the
acute stage. Adverse events and motor and sensory function were observed for > 1
year after SCI

Results: Follow-up was 29-62 months after SCI. No complications (eg, infection,
neuropathic pain, worsening of neurologic function) were observed. Two dogs
walked without support, but none of the 7 dogs had any change in sensory function.
Conclusions: Autologous BMSC transplantation is feasible and safe in dogs with
acute SCI. Further studies are needed to determine the efficacy of this therapy.





· Bone marrow stromal cells (BMSC) contain a small number of mesenchymal stem cells (MSC)

· In vitro BMSC protect/repair neurons by producing growth factors

· Client owned dogs that presented for acute spinal cord injury in the T-L spine caused by fracture and/or luxation that were paraplegic and deep pain absent

· Dogs had decompressive/stabilization surgery and collection of BM within 7 days of injury

· None had rupture of the dura matter at surgery, but did have edema and/or bleeding in the cord

· Given 30 mg/kg methylprednisolone sodium succinate before surgery

· BM collected at surgery and BMSC were cultured, injected into spinal cord lesion at 3x one week apart, first injection 7-14 days after injury
· Cells typed via flow cytometry

· 2 of 7 dogs regained the ability to ambulate, other 5 dogs remained deep pain negative

· **All dogs still lacked nociception** - spinal walking?

· NO adverse events seen
