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Abstract

with rare missense alleles in genes other than CFI. Genotyping in 5,115 independent samples confirmed
associations with AMD of an allele in C3 encoding p.Lys155GIn (replication P = 3.5 x 10(-5), OR = 2.8; joint
P = 5.2 x 10(-9), OR = 3.8) and an allele in Cg encoding p.Pro167Ser (replication P = 2.4 x 10(-5), OR = 2.2;
joint P = 6.5 x 10(-7), OR = 2.2). Finally, we show that the allele of C3 encoding Gln155 results in resistance
to proteolytic inactivation by CFH and CFI. These results implicate loss of C3 protein regulation and
excessive alternative complement activation in AMD pathogenesis, thus informing both the direction of
effect and mechanistic underpinnings of this disorder.
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Rare variants in CFI, C3 and C9 are associated with high risk of advanced age-related macular
degeneration.
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Description: Acetaminophen (APAP, paracetamol) is a para-aminophenol analgesic and the active
metaholite of phenacetin. Due to the toxic effects of phenacetin at therapeutic doses and the availability of
acetaminophen, phenacetin is no longer used. Acetaminophen possesses analgesic and antipyretic activity
similar to aspirin; however, acetaminophen has no peripheral antiinflammatory activity or effects on platelet
function. Acetaminophen was first used in clinical medicine in the 1890's. It is effective in the relief of both
acute and chronic pain and may be preferred over NSAIDs due to fewer hematologie, GI, and renal effects.

Acetaminophen is the preferred analgesic/antipyretic for patients in whom aspirin is contraindicated and in

those with underlying renal disease for episodic, though not chronic, use. =¥

In addition, acetaminophen
has been recommended by the American Lung Association as the first line treatment for aches and pains

associated with the flu, by the American Geriatrics Society for both minor and persistent pain in elderly
patients *", and by the American College of Rheumatology as first-line therapy for osteoarthritis of the hip

or knee *™ . The drug has a history of safe and effective use; however, unintentional or intentional misuse

32202

of acetaminophen is the number one cause of acute hepatic failure in the U.5. Acetaminophen was first

approved by the FDA in 1950. Intravenous acetaminophen (Ofirmev) was approved by the FDA in November
42230

2010 for the treatment of pain and fever in adults, adolescents, and children over the age of 2 years.
Mechanism of Action: The exact mechanism of action is unknown, but acetaminophen is thought to
mediate its actions centrally through activation of the descending serotonergic pathways. Acetaminophen is
believed to increase the pain threshold by inhibiting prostaglandin (PG) synthesis through the
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Asthma across the ages: Knowledge gaps in childhood asthma
Joumnal of Allergy and Clinical Immunology, The.

Szefler, Stanley J., MD; Chmiel, James F., MD, MPH... Sh
Pages 3-13. © 2013.

1ll.. Published January 1, 2014. Volume 133, Issue 1.

Fig 1 Airway inflammation in the setting of asthma. The orange box represents activities in the lymph node. The dendritic
cell (DC) processes antigens, migrates to the lymph nodes, and associates with TH 0, which then differentiates and
migrates back to the airway. A, Noneosinophilic/neutrophilic asthma, B, Eosinophilic asthma. Remodeling occurs in
patients with all forms of asthma but is only shown in Fig 1, B. EPO , Eosinophil peroxidase; ICAM-1 , intercellular
adhesion molecule 1; LTB 4 , leukotriene B4 ; M® , macrophage; MBP , major basic protein; MMP , matrix
metalloproteinase; PAF , platelet-activating factor; Treg , regulatory T cell; TSLP , thymic stromal lymphopoietin.
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. . . Conn's Current Therapy 2016 - Bope, Edward T., MD; Kellerman, Rick...
Supplementary video - Use of mobile devices and...

Blake, Kathryn; Holbrook, Janet T.... Show all. Fublished May 1, 2015, Volume 42. Pages 105-118. @ Epidemiology
2015.

. . . , . . .. Asthma prevalence in the United States has been on the
Section 1, “About this Study” of the informed consent video that is viewed by P

potential participants in the streamlined trial prior to the informed consent rise since the 1990s. It is currently estimated that 9.6%

discussion with the study staff. There are 5 sections to the video, “About this Study”, “Pa... of children younger than 18 years (7.1 million children)
carry the diagnosis of asthma. Male sex, African
viDEO American or Puerto Rican ethnicity, and lower

- socioeconomic status are associated with an increased
risk of developing asthma. Prevalence estimates for

these groups are as high as 11% to 16%.

Supplemental Video - Adherence to Asthma...

Article in Press: Corrected Proof

Yawn, Barbara P., MD, MSc; Rank, Matthew A., MD... Show all. @ 2016.
Asthma has a significant impact on both school

attendance and health care expenditures. According to
the National Health Statistic Report in 2007, children

] viDEOD made 640,000 emergency department visits and were

hospitalized 157,000 times as a result of asthma. In

video - Learning from a Distance: Effectiv eness... 2008 it was estimated that there were 10.5 million

Stout, James W., MD, MPH; Smith, Karen, MD... Show all. Published March 1, 2012. Violume 12, Issue 2. . :
Pages 88-95. © 2012. missed school days, and about 5% of children reported

long-term limitations on their usual activities due to
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Supplementary video - Use of mobile devices and the internet for multimedia
informed consent delivery and data entry in a pediatric asthma trial: Study design
and rationale

Contemporary Clinical Trials.
Blake, Kathryn; Holbrook, Janet T. Published May 1, 2015. Volume 42. Pages 105-118. © 2015.

Section 1, “About this Study” of the informed consent video that is viewed by potential participants in the streamlined trial prior to the informed consent
discussion with the study staff. There are 5 sections to the video, “About this Study”, “Pa.
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Partial Thyroidectomy (General Surgery)

John A. Olson. Published May 30, 2009

|| PROCEDURES CONSULT
Parathyroidectomy (General Surgery)

John A Olson. Published June 15, 2009

|| PROCEDURES CONSULT

Radial Artery Access for Coronary Angiography (Cardiology)

Catherine M. Otto. Published December 31, 2013.

"] PROCEDURES CONSULT

Cervical Arthrodesis (Orthopedics)

§. Terry Canale. Published September 21, 2007.

[] PROCEDURES CONSULT
Fine Needle Breast Aspiration (General Surgery)

Michael L. Tuggy. Published August 18, 2008.
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Fine-Needle Aspiration—Breast (Family Medicine)

Michael L. Tuggy. Published August 18, 2008.
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CPT codes

60240 Thyroidectomy, total or complete

ICDg codes
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Introduction

Patient-centred care

Key priorities for implementation
1 Guidance

2 Notes on the scope of the
guidance

3 Implementation in the NHS

4 Research recommendations

5 Ofther versions of this guideline
6 Related NICE guidance
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Appendix B: The Guideline
Development Group
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GUIDELINE

Parkinson's dis osis and management (CG35)

National Institute for Health and Care Excellence (NICE)

Introduction

Parkinson's disease (PD) is a progressive neurodegenerative condition resulting from the death of the
dopamine-containing cells of the substantia nigra. There is no consistently reliable test that can distinguish
PD from other conditions that have similar clinical presentations. The diagnosis is primarily clinical, based
on a history and examination.

People with PD classically present with the symptoms and signs associated with parkinsonism, namely
bradykinesia, rigidity and rest tremor.

Parkinsonism can also be caused by drugs, and conditions that are less common than PD. These include
multiple eerebral infarction and degenerative conditions such as progressive supra-nuclear palsy (PSP) and
multiple system atrophy (MSA).

Although PD is predominantly a movement disorder, other impairments frequently develop including
psychiatric problems such as depression and dementia. Autonomic disturbances and pain (which is rarely a
presenting feature of PD) may later ensue, and the condition progresses to cause significant disability and
handicap with impaired quality of life for the affected person. Family and carers may also be affected
indirectly.

Health and resource implications
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A Phase 1, Open-label, Multicenter, Safety Study of Nivolumab (Bms-
936558) in Combination With Nab-pacitaxel Plus or Minus Gemcitabine...

Published March 30, 2016. Conditions: Breast Neoplasms; Pancreatic Neoplasms. Interventions: Drug: nab-Paclitaxel; Drug: Nivolumab;
Drug: Gemcitabine; Drug: Carboplatin.

] CLINICAL TRIAL
A Randomized Three-arm Neoadjuvant and Adjuvant Feasibility and
Toxicity Study of a GM-CSF Secreting Allogeneic Pancreatic Cancer...

Published March 8, 2016. Conditions: Pancreatic Cancer. Interventions: Biological: GWAX pancreatic cancer vaccine; Drug:
cyclophosphamide.

[] CLINICAL TRIAL
Ph 2 Trial of G-FLIP (Low Doses Gemcitabine, 5FU, Leucovorin,
Irinotecan & Oxaliplatin), Followed by G-FLIP-DM (G-FLIP + Low Doses

Published January 18, 2016. Conditions: Pancreatic Cancer. Interventions: Drug: G-FLIP; Drug: G-FLIP-DM; Dietary Supplement:
Vitamin C.

7] CLINICAL TRIAL
Phase I Trial of Preoperative Radiotherapy With Concurrent Bevacizumab,
Erlotinib and Capecitabine for Locally Advanced Pancreatic...

Published March 2, 2016. Conditions: Pancreatic Cancer. Interventions: Drug: Bevacizumab; Drug: Erlotinib; Drug: Capecitabine;
Radiation: Radiation Therapy.
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Pancreatic Cancer

Disease Overview > View Full Topic
Goldman-Cecil Medicine - Goldman, Lee, MD; Schafer, Andrew ., MD

+ Definition

Pancreatic cancer usually refers to ductal
adenocarcinomas of the pancreas, because more than
0% of pancreatic tumors arise from the ductal
epithelium. Other major tumors of the pancreas
include endocrine malignancies ( Chapter 195 ),
carcinoid tumors ( Chapter 232 ), lymphomas

( Chapter 185 ), and a variety of rare sarcomas.

+ Epidemiology

Pancreatic ductal adenocarcinoma (PDAC) has one of
the highest incidence-to-mortality ratios of any disease.
Although it represents the tenth leading cause of cancer
in the United States, it is the fourth leading cause of
cancer-related deaths, ! because the vast majority of
patients will die from their disease. Annually,
approximately 40,000 individuals will die in the
United States from PDAC or its complications. The

» Continue Reading
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Purpose CLINICAL TRIAL ﬁ
L] L . L] ﬂ
Eligibiity Safety Study of Nivolumab With Nab-Paclitaxel Plus or Minus i
_ Gemcitabine in Pancreatic Cancer, Nab-Paclitaxel / s
Contacts and Locations

More Information

Carboplatin in Stage I1IB/IV Non-Small Cell Lung Cancer or
Nab-Paclitaxel in Recurrent Metastatic Breast Cancer

First received on December 3, 2014. Last updated on March 30, 2016.

Purpose

The purpose of this study is to assess safety of nab-paclitaxel based chemotherapy regimens administered
prior to and/or in combination with nivolumab in Pancreatic Cancer, Non Small Cell Lung Cancer (NSCLC)
and Metastatic Breast Cancer (mBC).

Status Recruiting
Condition Breast Neoplasms
Phase Phase 1

Study Interventional

Type

Study Allocation: Randomized, Endpoint Classification: Safety Study, Intervention Model: Parallel
Design Assignment, Masking: Open Label, Primary Purpose: Treatment

Official A Phase 1, Open-label, Multicenter, Safety Study of Nivolumab (Bms-936558) in Combination
Title With Nab-pacitaxel Plus or Minus Gemcitabine in Pancreatic Cancer, Nab-
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