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A 23-year-old man with autism 
spectrum disorder and chronic 
constipation presented to the 
emergency department with a 1-week 
history of abdominal pain on his left 
side, nausea, and vomiting. Physical 
examination was notable for abdominal 
distention and mild tenderness to 
palpation on the left side of the 
abdomen. Computed tomography of 
the abdomen and pelvis is shown. 
What is the most likely diagnosis?

Hirschsprung‘s disease

Simple fecal impaction

Stercoral colitis

Toxic megacolon

Ulcerative colitis

The CT scan revealed distention of the colon by a large stool 
burden, mural thickening, and perirectal fat stranding. A 
diagnosis of stercoral colitis was made. In stercoral colitis, 
chronically impacted feces distend the colon, resulting in 
inflammation. In some cases, the fecaloma may lead to focal-
pressure necrosis or perforation. Treatment includes an 
aggressive bowel regimen and, in some cases, fecal 
disimpaction.



Stercoral-Kolitis ist eine seltene, lebensbedrohliche Entzündung 
des Dickdarms, die durch chronische Verstopfung und die 
Ansammlung von hartem Stuhl verursacht wird. Die Fäkalmasse 
führt zu erhöhtem Druck und Entzündungen, die Geschwüre, 
Ischämie (Minderdurchblutung), Perforation (Darmdurchbruch) 
und Sepsis (Blutvergiftung) auslösen können. Die Diagnose 
erfolgt meist mittels bildgebender Verfahren wie CT, und die 
Behandlung umfasst die Beseitigung der Verstopfung und die 
Behandlung der Grunderkrankung.



Aldosterone synthesis is a multi-step process that occurs in the zona 
glomerulosa of the adrenal glands, starting with cholesterol and 
proceeding through several intermediate steroid precursors using a 
series of enzymes, including aldosterone synthase (also known 
as CYP11B2). Key enzymes involved are 3-beta-hydroxysteroid 
dehydrogenase, 21-alpha-hydroxylase, and 11-beta-hydroxylase, which 
convert cholesterol into aldosterone. The rate of synthesis is primarily 
stimulated by Angiotensin II and to a lesser extent by high extracellular 
potassium and low sodium levels, while atrial natriuretic peptide inhibits 
it.



Baxdrostat senkt den Blutdruck, indem es die Aldosteron-
Synthase (ein Enzym, das Aldosteron produziert) 
hemmt. Aldosteron ist ein Hormon, das den Blutdruck steigert, 
und durch die Blockade seiner Bildung in der Nebenniere wird 
der Blutdruck effektiv gesenkt, insbesondere bei Patienten mit 
therapieresistenter Hypertonie.



Aldosterone dysregulation plays an important pathogenic role 
in hard-to-control hypertension. In several studies, baxdrostat, 
an aldosterone synthase inhibitor, reduced the seated systolic 
blood pressure of patients with uncontrolled or resistant 
hypertension.
In this phase 3, multinational, double-blind, randomized, 
placebo-controlled trial, we recruited patients with a seated 
systolic blood pressure of between 140 mm Hg and less than 
170 mm Hg despite the receipt of stable treatment with two 
antihypertensive medications (uncontrolled hypertension) or 
three or more such medications (resistant hypertension), 
including a diuretic. After a 2-week placebo run-in period, we 
randomly assigned patients with a seated systolic blood 
pressure of 135 mm Hg or more in a 1:1:1 ratio to receive 
baxdrostat at a dose of 1 mg, baxdrostat at a dose of 2 mg, or 
placebo once daily for 12 weeks. The primary end point was 
the change in seated systolic blood pressure from baseline to 
week 12.



Inappropriately elevated aldosterone production relative to patient sodium status is a key 
driver of hard-to-control (uncontrolled or resistant) hypertension and hypertension-mediated 
organ damage. Mineralocorticoid receptor antagonists (MRAs) can block the 
mineralocorticoid receptor–mediated pathophysiological effects of aldosterone but are 
underused because of dose-dependent adverse effects. Moreover, MRAs induce dose-related 
counter-regulatory increases in renin and circulating aldosterone levels that may stimulate 
MR-independent effects of aldosterone.
Eligible Patients and Run-In Period
The trial enrolled men and women who were at least 18 years of age and who had 
hard-to-control hypertension, which was defined as a mean seated systolic blood 
pressure of 140 mm Hg to less than 170 mm Hg, as measured during an office visit, 
despite treatment with maximally tolerated doses of either two antihypertensive 
medications (for uncontrolled hypertension) or three or more such medications (for 
resistant hypertension), including a diuretic, for at least 4 weeks before screening.
End Points
The primary efficacy end point was the change in the seated systolic blood pressure 
from baseline to week 12, as assessed for each baxdrostat group as compared with 
placebo.



Changes in Blood Pressure, According to Hierarchical Order.Demographic and Clinical Characteristics



Adverse Events during the 12-Week 
Double-Blind Treatment Period.







Transthyretin (TTR) primarily functions as a transport protein, 
carrying thyroid hormones (thyroxine) and vitamin A (retinol) 
throughout the body. It is produced mainly in the liver and 
choroid plexus, and it plays a critical role in nerve and brain 
health by moving hormones and potentially protecting against 
neurodegenerative diseases.
Key functions:
Hormone transport:
TTR transports thyroxine, a thyroid hormone, from the blood 
into the brain and the rest of the body.
Vitamin A transport:
TTR binds to retinol-binding protein (RBP) to transport vitamin 
A (retinol) throughout the body.
Brain and nerve health:
TTR may have neuroprotective properties and has been shown 
to help clear harmful protein aggregates, such as those 
associated with Alzheimer's disease.
How it works:
TTR is a tetramer, meaning it is made of four identical protein 
units that bind together to transport its cargo.
The liver is the main producer of TTR, but a small amount is 
also made in the choroid plexus of the brain and the retina



ATTR ist die Abkürzung für die Transthyretin-Amyloidose, eine seltene, fortschreitende und lebensbedrohliche 
Erkrankung, die durch die Ablagerung von Amyloid-Transthyretin-Protein in verschiedenen Organen verursacht 
wird. Diese Ablagerungen, die aus fehlgefaltetem Transthyretin (TTR) entstehen, das normalerweise von der Leber 
produziert wird, können das Herz, das Nervensystem und andere Gewebe schädigen.





Hereditary transthyretin amyloidosis with polyneuropathy (ATTRv-PN) is a rare, multisystem, 
progressive, debilitating, and fatal disease characterized by tissue deposition of misfolded transthyretin 
(TTR) in peripheral nerves. Nexiguran ziclumeran (nex-z) is an investigational in vivo therapy based on 
CRISPR-Cas9 (clustered regularly interspaced short palindromic repeats and associated Cas9 
endonuclease) that is designed to reduce serum TTR levels through selective inactivation of TTR in the 
liver. In this phase 1, open-label study, we administered one infusion of nex-z to patients with ATTRv-PN. 
Primary objectives included assessment of the safety and pharmacodynamics of nex-z. Secondary end 
points included changes in the familial amyloid polyneuropathy stage, polyneuropathy disability score, 
serum neurofilament light chain (NfL) level, modified body-mass index (modified BMI, defined as the 
conventional BMI [weight in kilograms divided by square of height in meters] multiplied by the albumin 
level in grams per liter), and modified Neuropathy Impairment Score+7 (mNIS+7; range, 0 to 304, with 
higher scores indicating more impairment).
Conclusions
A single administration of nex-z in patients with ATTRv-PN was associated with rapid, deep, and durable 
reductions in serum TTR levels. The results support further investigation of nex-z to treat ATTRv-PN. 
(Funded by Intellia Therapeutics and Regeneron Pharmaceuticals; ClinicalTrials.gov number, 
NCT04601051.)



Transthyretin amyloidosis (ATTR) is a multisystem disease caused by the deposition of 
transthyretin (TTR) amyloid in various organ systems.1 TTR circulates as a tetramer,2 
whereas pathogenic TTR variants potentiate dissociation into monomers, which misfold 
and deposit in tissues.1 Hereditary (variant) ATTR amyloidosis is frequently associated 
with polyneuropathy (ATTRv-PN) owing to amyloid deposition in peripheral nerves that 
leads to progressive disability, including worsening sensorimotor and autonomic 
impairment, decreased functional ability, reduced quality of life, and death. The median 
survival from disease onset ranges from 6 to 12 years and varies depending on age at 
onset, TTR variant, cardiac involvement, and promptness of treatment.
Nexiguran ziclumeran (nex-z, also known as NTLA-2001) is an investigational in vivo 
gene-editing therapy that is based on clustered regularly interspaced short palindromic 
repeats (CRISPR) and CRISPR-associated protein 9 (Cas9).



Safety Summary in All Patients with 
ATTRv-PN Treated with Nex-z.











Discussion
Patients who were treated with a single nex-z infusion had rapid, deep, and durable 
reductions in serum TTR levels, with a mean reduction of at least 90% from baseline that 
was sustained from day 28 through month 36. At month 24, a total of 94% of the 
patients had TTR levels below 50 μg per milliliter, including 90% who had levels below 30 
μg milliliter. These near-total and sustained TTR reductions resulted in stabilization of or 
improvement in disease-related clinical measures through month 24. The mean change 
in the mNIS+7 at month 24 of −8.5 points exceeded the clinically meaningful threshold 
of a reduction of at least 4 points. Consistent changes were also observed in the Norfolk 
QoL-DN score, NfL level, and modified BMI. Conversely, data from natural history studies 
and from patients who have received placebo in trials indicate that ATTRv-PN is 
characterized by disease progression, including worsening neuropathy scores (increased 
NIS and mNIS+7), nutritional status (decreased modified BMI), quality of life (increased 
Norfolk QoL-DN score), and biomarkers (increased NfL levels).



Targeted indoor spraying agsinst mosquitoes:
Is this strategy helpful or not? 



Pirimiphos-methyl wird als Wirkstoff 
in Pflanzenschutzmitteln verwendet. Es ist ein Nachernte-
Insektizid, das in den USA bei eingelagertem Mais, Hirse und 
Saatgut verwendet wird. Es dient zur Bekämpfung 
verschiedener Insekten wie Wollläusen und Fliegen (bei 
Rindern) und Zigarettenkäfern, Reismehlkäfern, 
Leistenkopfplattkäfern, Motten (auf Mais und Getreide) und 
anderen. Das chemisch verwandte Ethyl-derivat (Pirimiphos-
ethyl[9]) wird ebenfalls als Insektizid eingesetzt. Pirimiphos-
methyl wurde in den USA 1978 als Insektizid zugelassen und im 
Jahr 2006 wurden etwa 12.000 pounds (5,4 t) verwendet. Es 
wirkt durch Hemmung der Acetylcholinesterase.

The moderate acute toxicity of pirimiphos-methyl is due to its 
inhibition of cholinesterase. After single toxic doses the onset 
of inhibition of cholinesterase and appearance of toxic signs 
were delayed for several hours and persisted for several days.



Targeted indoor residual spraying focuses insecticide 
applications on common resting surfaces of Aedes aegypti 
mosquitoes (an arboviral disease vector) in houses, such as 
exposed lower sections of walls and under furniture.
We conducted a two-group, parallel, unblinded, cluster-
randomized trial in Merida, Mexico, to quantify the efficacy of 
targeted indoor residual spraying for preventing aedes-borne 
diseases (chikungunya, dengue, or Zika). Children 2 to 15 years 
of age were enrolled from households in 50 clusters of five-by-
five city blocks. Households in 25 clusters received an annual 
application of targeted indoor residual spraying (intervention) 
before each season of aedes-borne disease (July through 
December). All clusters received routine Ministry of Health 
vector control. The primary end point was laboratory-
confirmed, symptomatic aedes-borne disease. Community 
effects were assessed with the use of geolocated national 
surveillance data.



The public health effects of aedes-borne diseases, including chikungunya, dengue, and 
Zika, are growing. The incidence of dengue has surged to unprecedented levels, with 
more than 10 million suspected cases in the Americas in 2024. After a dramatic 
reduction in the burden of Zika since 2016, evidence of its continued presence in the 
Americas is mounting. The burden of chikungunya is also increasing, with outbreaks in 
the Americas.
In Australia, targeted indoor residual spraying that was deployed to houses during a 
dengue outbreak led to a risk of infection that was nearly 86% lower than that in 
unsprayed houses. Although most vector control is reactive, implemented during an 
outbreak, mathematical models predict that the effect of targeted indoor residual 
spraying is highest when the intervention is applied before the beginning of the season 
for aedes-borne diseases, before growth of the vector population.
Trial Design and Oversight
We conducted this two-group, parallel, unblinded, cluster-randomized, controlled trial 
of targeted indoor residual spraying in a hot spot for aedes-borne diseases in Merida, 
Yucatan State, Mexico.













Epidemiologic Efficacy Estimates.





Anopheles auch Malaria-, Gabel-
oder Fiebermücken genannt, ist eine Gattung in der 

Familie der Stechmücken (Culicidae) und 
namensgebend für die Unterfamilie Anophelinae. 
Die Gattung umfasst etwa 420 Arten, wobei 
weltweit rund 40 Arten als Überträger 
von Malaria auftreten können. Malariamücken sind 
mit etwa sechs Millimetern relativ klein und haben 
einen schmächtigen Körperbau, sind aber dennoch 
an ihrer Körperhaltung gut erkennbar: der Körper 
befindet sich meistens in einem Winkel von etwa 30 
bis 45° zum Untergrund. Es gibt zahlreiche Arten 
und Unterarten, die teilweise aufgrund ihrer großen 
Ähnlichkeit nur von Spezialisten zu unterscheiden 
sind.



Permethrin ist ein Insektizid und Akarizid und gehört zur Gruppe der Pyrethroide. Es wirkt als 
Kontakt- und Fraßgift. In Deutschland ist es zur Behandlung der Krätze (Scabies) zugelassen. 
Zudem wird es in der Therapie von Kopf- und Filzläusen eingesetzt. Permethrin wirkt auf 
Natriumkanäle in den Nervenzellmembranen. Zunächst werden diese sensorisch erregt, dann 
folgen Koordinationstsörungen und der Tod der Milben tritt durch Paralyse ein.



Malaria remains a major cause of childhood death in sub-
Saharan Africa. We leveraged the traditional practice of 
mothers carrying children on their backs in cloth wraps to 
assess whether treating the wraps with an insect repellent 
might provide a layer of protection against malaria.
In a double-blind, randomized, placebo-controlled trial 
conducted in Uganda, we enrolled adult women with a child 
who was 6 to 18 months of age. The mother–child pairs were 
randomly assigned in a 1:1 ratio to use permethrin-treated 
wraps (intervention group) or sham-treated wraps (control 
group). The wraps underwent retreatment every 4 weeks. All 
the participants received a new, pyrethroid-only long-lasting 
insecticide-treated bed net. The participants visited the trial 
clinics every 2 weeks for 24 weeks and made unscheduled visits 
in the case of febrile illness in the children. The primary 
outcome was clinical malaria in the children, as defined by 
fever and a positive malaria rapid diagnostic test.



Despite gains in recent decades, progress against malaria has stalled. In 2023, nearly 600,000 
deaths from malaria were reported. Approximately 95% of these deaths occurred in the World 
Health Organization African region, and most occurred in children younger than 5 years of age. 
Insecticide resistance and increases in outdoor mosquito biting during dawn and dusk hours are 
driving persistent transmission. Seasonal malaria chemoprevention in which children receive 
antimalarial medications during peak periods has proved to be effective, but its feasibility and 
sustainability in areas with perennial transmission is less certain. Malaria vaccines may address 
these gaps, but existing vaccines are characterized by waning protection and appear to be less 
effective in infants than in young children. Therefore, complementary innovations are needed.



Interventions
We obtained swathes of waxed cotton cloth measuring 2 m by 1 m from a local vendor on the 
basis of information obtained during pilot testing. The wraps that were to be given to the 
intervention group were soaked in a permethrin solution diluted to 0.5% in accordance with 
instructions from the manufacturer (Sawyer Products) and were allowed to dry. We chose 
permethrin because of its demonstrated efficacy, commercial availability, and established 
safety record. The wraps that were to be given to the control group underwent a sham 
treatment by being soaked in water. There was no difference in the material or the 
appearance of the wraps that were distributed to the two groups. However, permethrin has a 
distinct odor that could not be masked. At the first clinic visit (week 0), the participants who 
had been assigned to the intervention group received two wraps that had been treated with 
permethrin, and those in the control group received two sham-treated wraps. The wraps 
underwent retreatment every 4 weeks during trial visits. All the participants also received a 
new, pyrethroid-only long-lasting insecticide-treated bed net .
Outcomes
The primary outcome was clinical malaria in the children, as defined by fever (temperature of 
≥38.0°C) or reported fever within the previous 24 hours and a positive malaria rapid diagnostic 
test. 





Secondary Outcomes in the Children.

Clinical Malaria in the Children.





Pseudotumor cerebri ist der früher verwendete Name für idiopathische intrakranielle 
Hypertension (IIH), eine Erkrankung, bei der der Hirndruck ohne erkennbare Ursache stark 
ansteigt. Hauptsymptome sind chronische Kopfschmerzen und Sehstörungen wie 
verschwommenes Sehen oder Gesichtsfeldausfälle, die bis zur Erblindung führen können. Die 
Behandlung umfasst Gewichtsabnahme, Medikamente wie Azetazolamid sowie bei schweren 
Fällen Eingriffe wie Lumbalpunktionen, Shunt-Anlagen oder die endovaskuläre Stentimplantation, 
um den Hirndruck zu senken.



In the early 20th century, soon after the technique of lumbar puncture was devised, Max Nonne, a 
German neurologist, described a syndrome of headache accompanied by swollen optic disks in 
patients with raised cerebrospinal fluid (CSF) pressure. He called the condition “pseudotumor 
cerebri,” because none of the patients proved to have a brain tumor. This name is still used, 
although it has largely been supplanted by the term “idiopathic intracranial hypertension.” This 
review explores current ideas about the disease, with emphasis on the importance of dural venous 
sinus stenosis and new treatment options.
Clinical Diagnosis
More than 95% of patients with idiopathic intracranial hypertension are women of childbearing age 
with obesity. Men are seldom affected, for unknown reasons. Even among women with obesity the 
disease is rare; it occurs in about 1 in 500 female persons with a body-mass index (the weight in 
kilograms divided by the square of the height in meters) higher than 30. The prevalence of the 
disease is rising, driven by surging obesity rates. A history of recent weight gain often precedes the 
onset of symptoms. Idiopathic intracranial hypertension can occur in children, but before puberty 
the association with obesity and female sex is less marked.











Diagnostic and Therapeutic Aspects of Measuring CSF Pressure
If neuroimaging has eliminated a mass lesion or venous thrombosis from consideration, a lumbar 
puncture is usually performed to measure the lumbar subarachnoid opening pressure and to sample 
the CSF. A manometer reading that is higher than 25 cm of water (18.4 mm Hg) when measured with 
the patient in the lateral decubitus position is considered to be diagnostic for idiopathic intracranial 
hypertension if the CSF composition is normal and the clinical circumstances are appropriate.

Treatment
Most patients with suspected idiopathic intracranial hypertension can be treated in an 
outpatient setting, provided the evaluation is performed expeditiously. Referral to an 
emergency department is appropriate if there is vision loss. Many patients with the disease 
have limited insurance coverage and come to emergency departments to access health care.

Medical Treatment
Weight reduction combined with oral acetazolamide have been the mainstays of treatment 
for idiopathic intracranial hypertension. Acetazolamide inhibits carbonic anhydrase, an 
enzyme that mediates CSF secretion. The usual dose is a 500-mg extended-release capsule 
taken two to four times per day. Escalating the dose over several days may reduce side effects 
such as nausea and paresthesias of the hands and feet.



Surgical Treatment
Occasionally, drastic vision loss, fulminant papilledema, and elevated ICP develop in patients 
who have had symptoms for only a few days or weeks. Such cases support the theory that 
idiopathic intracranial hypertension can smolder undetected and then erupt when dural sinus 
stenosis causes a sudden rise in ICP.

Fenestration of the Optic-Nerve Sheath
In fenestration of the optic-nerve sheath, an ophthalmologist creates an aperture in the 
optic-nerve sheath just behind the globe, relieving papilledema by allowing CSF to drain 
into the orbit. Sometimes, papilledema improves in the contralateral eye as well, but 
usually the operation must be done bilaterally. 

Dural Venous Sinus Stent
To place a dural venous sinus stent, with the patient under general anesthesia, an 
interventional radiologist threads a stent across the stenosis affecting the dominant 
transverse sinus after first verifying that a sizable venous pressure gradient exists across 
the region. The appealing feature of this procedure is that it corrects the anatomical 
obstruction that is considered central to the self-reinforcing rise in ICP. 





Conclusions and Future Directions
The rising prevalence of obesity has increased the population at risk for idiopathic 
intracranial hypertension. Diagnosis is challenging when papilledema is subtle or absent 
and ICP barely exceeds the normal range. Discovery of a noninvasive technique for 
accurate measurement of ICP would facilitate the evaluation of patients with headache 
from suspected idiopathic intracranial hypertension. Neuroimaging has furnished an 
important clue to the mechanism of this disease by revealing focal stenosis of the distal 
transverse sinuses, which activates a positive feedback cycle that drives ICP elevation. 
This cycle can be broken by treatment with GLP-1 or gastric inhibitory polypeptide 
agonists to induce weight loss and acetazolamide to reduce CSF production. When 
papilledema is severe enough to threaten irreversible vision loss, a surgical procedure is 
performed urgently to prevent blindness. Randomized trials are needed to determine 
which of the two most common operations — CSF shunting or venous sinus stenting — 
is superior. The optimal care of patients with severe idiopathic intracranial hypertension 
is complex, with the potential for permanent impairment of vision despite appropriate 
treatment.





The patient had been in his usual state of health, which included alcohol use disorder characterized by binge 
drinking, until 2 weeks before the current presentation, when mild, dull pain developed in the right lower 
abdomen and right lower back. Five days before the current presentation, the patient had body aches and 
subjective fever. The next day, he was evaluated in the urgent care center affiliated with his primary care 
physician’s office. The examination was normal; laboratory test results are shown. Urinalysis was normal, and 
screening tests for influenza virus types A and B and severe acute respiratory syndrome coronavirus 2 were 
negative. Treatment with intravenous fluids and intravenous ketorolac was administered. The abdominal pain 
resolved, and the patient was discharged home.
Three days before the current presentation, abdominal pain recurred, and diarrhea developed. The patient took 
acetaminophen and ibuprofen, but the pain did not abate. One day before the current presentation, nausea with 
vomiting developed, and the patient was again evaluated in the same urgent care center. He reported no intake of 
alcohol since the previous evaluation. In addition, he reported new dyspnea and cough. The temporal 
temperature was 36.9°C, the pulse 115 beats per minute, the blood pressure 89/64 mm Hg, and the respiratory 
rate 20 breaths per minute. The oxygen saturation was 85% while the patient was breathing ambient air and 
increased to 98% while supplemental oxygen was delivered through a nasal cannula at a rate of 4 liters per 
minute. The patient was ill-appearing, with increased work of breathing and crackles over the posterior lung fields 
on auscultation. Scleral icterus was present. He had tenderness and guarding on palpation in the right upper 
abdomen. After the administration of 2 liters of intravenous fluids, the blood pressure was 78/60 mm Hg. The 
patient was transferred to the emergency department of this hospital for further evaluation.



Laboratory Data.

Arterial blood gases before and after O2 administration?

In the emergency department, the patient reported that 
intermittent subjective fevers had continued after discharge 
from the urgent care clinic 4 days earlier. No exacerbating or 
relieving factors were associated with the abdominal pain. 
The cough was productive of tan sputum. He typically drank 
4 or 5 beers nightly during the week and up to 12 beers 
nightly on most weekends; previous treatment for alcohol 
use disorder included naltrexone, which he had stopped 
taking 3 months before the current presentation. Additional 
medical history included gastroesophageal reflux disease 
(GERD), which was thought to have been exacerbated by his 
intake of alcohol and highly caffeinated beverages; a 1-
month course of pantoprazole had been prescribed 8 
months before the current presentation, and symptoms of 
GERD had resolved and not recurred. He did not take any 
medications, and he had no known adverse reactions to 
medications. The patient was born in Central America and 
had lived in the United States for 16 years. He worked in 
construction and lived in a suburb of Boston with his partner 
and two children. He was a lifelong nonsmoker and did not 
use illicit drugs. There was no known personal or family 
history of blood clots.



On examination, the temporal temperature was 38.6°C, the blood pressure 92/50 mm Hg, the pulse 110 beats per minute, the 
respiratory rate 28 breaths per minute, and the oxygen saturation 94% while supplemental oxygen was delivered through a 
nasal cannula at a rate of 4 liters per minute. The body-mass index (the weight in kilograms divided by the square of the 
height in meters) was 28.3. The patient was alert and oriented with no asterixis. The sclerae were icteric. Crackles were noted 
in both posterior lung fields. The patient had tenderness on palpation in the right upper abdomen; he was able to take full 
deep breaths without pause while the right upper abdomen was palpated, and the pain did not increase during inspiration. 
The mucous membranes were moist, and he had no petechiae, oral ulcers, or signs of dental infection. There was no leg 
edema, rash, or skin breakdown.
Two additional liters of intravenous fluids were administered, and the blood pressure increased to 116/59 mm Hg. Additional 
imaging studies were performed.
Computed tomography (CT) of the chest, abdomen, and pelvis was performed after the administration of intravenous contrast 
material with pulmonary angiography timing in the chest and with portal venous timing in the abdomen and pelvis. No 
evidence of pulmonary embolism was found. Multifocal patchy airspace opacities were present throughout the lungs, most of 
which were concentrated dependently in the posterior right upper lobe and both lower lobes; more opacities were noted in 
the right lower lobe than in the left lower lobe (Figure 1A). Interlobular septal thickening was present in both lungs, along 
with associated centrilobular ground-glass opacities and trace pleural fluid (Figure 1B). Multiple mediastinal lymph nodes 
were enlarged, including the right hilar, perivascular, and subcarinal nodes. The liver was enlarged with diffuse periportal 
edema; bile duct walls appeared to be thickened, and periportal lymphadenopathy was noted. The gallbladder was 
contracted, and trace pericholecystic edema was seen. A partially occlusive thrombus of the superior right renal vein 
extending into the inferior vena cava was present (Figure 1C). After the initial report, a secondary in-person review with the 
admitting team revealed additional findings, including subtle proximal thickening of the duodenal wall and mucosal 
hyperemia, along with a possible soft-tissue connection between the duodenum and right kidney (Figure 1D). Magnetic 
resonance imaging (MRI) of the abdomen was recommended.

https://www.nejm.org/doi/full/10.1056/NEJMcpc2412539
https://www.nejm.org/doi/full/10.1056/NEJMcpc2412539
https://www.nejm.org/doi/full/10.1056/NEJMcpc2412539
https://www.nejm.org/doi/full/10.1056/NEJMcpc2412539


A nonocclusive thrombus was confirmed 
within the superior right renal vein that 
extended into the inferior vena cava and 
did not enhance (Figure 1E). The proximal 
duodenum was circumferentially 
thickened, with associated T2-weighted 
images showing hyperintensity consistent 
with edema. The suspected soft tissue in 
the anterior pararenal space between the 
duodenum and right renal hilum was 
confirmed but poorly evaluated owing to 
motion (Figure 1F).

https://www.nejm.org/doi/full/10.1056/NEJMcpc2412539
https://www.nejm.org/doi/full/10.1056/NEJMcpc2412539


On hospital day 1, the gram-positive cocci isolated in three of four blood cultures were identified as 
Streptococcus anginosus. Screening tests for human immunodeficiency virus types 1 and 2 were negative; 
antinuclear antibodies were not detected. Treatment with piperacillin–tazobactam, vancomycin, and acyclovir 
was stopped, and treatment with intravenous ceftriaxone and oral doxycycline was started. Hypotension 
resolved, but fever persisted with a maximum temporal temperature of 38.7°C. The platelet count had 
increased after platelet transfusion; the results of laboratory tests are shown. Treatment with intravenous 
heparin was initiated for thrombosis in the renal vein and inferior vena cava. Testing for lupus anticoagulant was 
positive, without evidence of IgG or IgM antibodies to β2-glycoprotein or cardiolipin.
On hospital day 2, fever persisted. The maximum temporal temperature was 39.0°C.
A diagnostic test was performed, and management decisions were made.

Differential Diagnosis
This 36-year-old man had self-limited abdominal and back pain. Two weeks later, sepsis developed with 
gastrointestinal, pulmonary, hematologic, hepatic, lymphatic, and retroperitoneal abnormalities.
When considering the most likely cause of this patient’s presentation, I could not identify a convincing diagnosis 
for the findings without selectively disregarding one or more major abnormalities — an approach that was 
neither logical nor defensible. I therefore adopted a strategy more suited to complex cases: constructing a 
causal pathway. This method organizes clinical findings in a temporal sequence of pathophysiological 
relationships (Figure 2).

https://www.nejm.org/doi/full/10.1056/NEJMcpc2412539




Diagnostic Testing
On hospital day 3, CT angiography of the abdomen showed partial resolution of 
duodenal inflammation, which revealed a linear hyperdense foreign body 
(measuring 5.2 cm in length) that was piercing through the second portion of 
the duodenum, tethering its posterior wall, extending through the anterior 
pararenal space, and penetrating the hilum and upper pole of the right kidney. 
There was no evidence of active extravasation or vascular injury.
The gastroenterology service was consulted for upper endoscopic evaluation of 
the foreign body identified on imaging. Timing of the procedure was influenced 
by the object type and its location within the gastrointestinal tract. Although 
the time of ingestion was uncertain, it was presumed to have occurred 2 weeks 
earlier. The object was unlikely to spontaneously pass because it was 
embedded within the kidney, where it had likely remained for weeks. Because 
of the proximity to vital organs, we proceeded with immediate intervention.
The planning of this procedure involved a multidisciplinary team, including 
gastroenterology, surgery, and radiology services. Owing to the complexity of 
the procedure and the risk of bleeding, esophagogastroduodenoscopy was 
performed in the operating room, with the patient in the supine position.
The endoscope was slowly advanced to the duodenum, where a foreign object 
was visualized that corresponded to the hyperdense object found on CT. Owing 
to the orientation of the object, rat-tooth forceps were used to remove it. 





After removal of the foreign body, the gastroscope was reintroduced to assess for bleeding at the site. No 
bleeding was observed either during the extraction of the foreign body or for 5 to 10 minutes after extraction . 
The foreign body was identified as a wooden toothpick, which had been removed intact. After the procedure, the 
patient’s condition remained stable, and he had an uneventful recovery.
Discussion of Management
This patient had a high-grade S. anginosus bacteremia. S. anginosus was identified in two of four blood cultures 
that had been obtained approximately 48 hours after the initiation of broad-spectrum antibacterial therapy. After 
5 days of incubation, one of two blood cultures that had been obtained approximately 24 hours after admission 
also grew veillonella species, which are gram-negative anaerobes that inhabit the digestive tract and are known 
to form biofilms. The presence of this polymicrobial bacteremia was suggestive of disruption of a gut mucosal 
surface and prompted even greater concern about the potential bacterial seeding of the large clot in the inferior 
vena cava and renal vein. The patient’s condition improved rapidly after the toothpick was extracted. I 
recommended treatment with intravenous ceftriaxone for 3 weeks, followed by 3 weeks of oral amoxicillin, given 
the duration of his documented bacteremia, persistence of fever, and possible septic thrombophlebitis in major 
vessels.
The patient received treatment with apixaban for renal-vein thrombosis. During hospitalization, the patient 
resumed treatment with oral naltrexone, and an extended-release formulation was administered intramuscularly 
before discharge. He was connected with an alcohol use disorder recovery coach and attended Alcoholics 
Anonymous meetings conducted in Spanish. At his most recent follow-up visit, 9 months after discharge, the 
patient was doing well and had remained abstinent from alcohol.
Final Diagnosis
Perforation of the duodenum by a foreign body (wooden toothpick).



Cancer is a group of diseases involving abnormal cell growth with the potential to invade or spread to other parts of 
the body. These contrast with benign tumors, which do not spread. Possible signs and symptoms include a lump, 
abnormal bleeding, prolonged cough, unexplained weight loss, and a change in bowel movements. While these 
symptoms may indicate cancer, they can also have other causes. Over 100 types of cancers affect humans
About 33% of deaths from cancer are caused by tobacco and alcohol consumption, obesity, lack of fruit and vegetables 
in diet and lack of exercise. Other factors include certain infections, exposure to ionizing radiation, and environmental 
pollutants.























C3 glomerulonephritis (C3GN) is a rare kidney disease caused 
by the overactivation of the complement system, leading to the 
deposition of complement protein C3 in the kidneys' filtering 
units (glomeruli). It is a type of C3 glomerulopathy (C3G) and 
often presents with symptoms like blood in the urine 
(hematuria), excess protein in the urine (proteinuria), fatigue, 
and swelling. The condition can be caused by genetic factors or 
acquired issues, such as autoantibodies.

Alternative pathway:
C3GN is caused by uncontrolled activation of the alternative 
pathway of the complement system.

Acquired factors:
The most common cause is acquired, often due to C3 nephritic 
factors (autoantibodies that stabilize a key enzyme in the 
complement cascade).

Genetic factors:
In about 25% of cases, genetic mutations in genes related to 
the complement system can be the cause.



Iptacopan ist ein oral einzunehmendes Medikament, das zur Behandlung von 
paroxysmaler nächtlicher Hämoglobinurie (PNH) und C3-Glomerulopathie (C3G) 
verwendet wird. Es wirkt als Hemmer des Komplementfaktors B, wodurch die Hämolyse 
(der Abbau roter Blutkörperchen) bei PNH reduziert und die Proteinurie bei C3G 
verringert wird. Iptacopan wird unter dem Markennamen Fabhalta vertrieben und 
erfordert eine Impfung gegen bekapselte Bakterien, da es das Infektionsrisiko erhöhen 
kann.



















C-reaktive Protein (CRP) is a protein produced by the liver in 
response to inflammation or infection, and a blood test for CRP 
measures the amount of it in your body. Elevated levels 
indicate inflammation, which can be acute (like from an injury) 
or chronic (from a long-term condition like arthritis). A CRP test 
helps diagnose inflammation, its severity, and monitor 
conditions like heart disease, infection, or autoimmune 
disorders.



POCT CRP steht für Point-of-Care-Test für C-reaktives 
Protein. Es ist ein schneller Test, der zur Erstdiagnose, 
Behandlung und Überwachung von Entzündungen, 
insbesondere Infektionen, eingesetzt wird. Der Test 
ermöglicht es Ärzten, innerhalb von Minuten ein Ergebnis 
zu erhalten, anstatt auf Laboranalysen warten zu 
müssen. Dadurch können Entscheidungen zur Behandlung, 
wie die Verordnung von Antibiotika, schneller getroffen 
werden.

Wie funktioniert POCT CRP?

C-reaktives Protein (CRP): ist ein Akute-Phase-Protein, das 
in der Leber produziert wird und dessen Konzentration bei 
Entzündungen oder Infektionen ansteigt.

Point-of-Care-Testing (POCT): ist eine patientennahe 
Diagnostik, bei der der Test direkt vor Ort durchgeführt 
wird, beispielsweise in einer Arztpraxis oder 
Notaufnahme.
Das Ergebnis: liegt in der Regel innerhalb weniger Minuten 
vor.

Wofür wird POCT CRP verwendet?

•Bei Infektionen der Atemwege:

•Der Test hilft bei der Unterscheidung zwischen bakteriellen 
und viralen Infektionen, was wiederum die Entscheidung über 
die Notwendigkeit von Antibiotika beeinflusst.

•Bei akuten Entzündungen:

•CRP-Tests können bei der Erkennung und Beurteilung von 
Entzündungen, Gewebeschädigungen oder bestimmten 
entzündlichen Erkrankungen unterstützen.

•Zur Überwachung:

•Der Test kann verwendet werden, um den Verlauf einer 
Erkrankung zu überwachen und die Reaktion auf eine 
Behandlung zu beurteilen.

•Zur Reduzierung des Antibiotikaeinsatzes:

•Der schnelle Zugang zu CRP-Ergebnissen kann dazu beitragen, 
die Verschreibung von Antibiotika zu reduzieren, wenn diese 
nicht notwendig sind, und so die 
Antibiotikaresistenzbekämpfen.

















Simvastatin has been investigated for multiple 
sclerosis (MS), showing potential for slowing 
brain atrophy in a phase 2 trial, but a later 
phase 3 trial indicated it did not slow disability 
progression in secondary progressive MS 
(SPMS). While simvastatin did reduce brain 
tissue loss, it did not provide a clinically 
significant benefit for disability. Simvastatin's 
safety profile at an 80mg dose was confirmed, 
but its lack of efficacy for disability progression 
in the phase 3 trial means it is not being 
recommended as a treatment for SPMS.





















Suetsugu has become one of the world’s preeminent 
authorities on these unusual symbiotic plants, called 
mycoheterotrophs. Combining dogged fieldwork with old-
school taxonomic studies and modern molecular 
technologies, he has produced some 250 papers since 
2008 that have shed new light on these plants, tiny forest 
floor dwellers that typically bloom for just a few days once 
a year. His studies have overturned conventional ideas 
about how mycoheterotrophic plants pollinate and 
reproduce. He’s also helped describe 30 previously 
unrecognized species found in Japan and overseas. IN 
ESSENCE, mycoheterotrophic plants are thieves. Found 
in forests worldwide, they entwine their roots with the 
threadlike hyphae of soil fungi. These fungi acquire 
carbon from trees and shrubs while providing nutrients in 
a mutually beneficial exchange. The mycoheterotrophs 
then steal some of that carbon from the fungi, instead of 
relying on sunlight and chlorophyll to power 
photosynthesis.



More than 33,000 plant species—including certain 
clubmosses, ferns, liverworts, and all orchids—are known 
to be initially mycoheterotrophic during germination and 
early development. Botanists have also identified about 
600 species, nearly half of which are orchids, that have fully 
abandoned photosynthesis and depend on fungi 
throughout their lives. (An unknown number of species are 
partially mycoheterotrophic, drawing carbon from both 
photosynthesis and fungi, and may represent a transitional 
stage toward full mycoheterotrophy.) 
Evolutionary biologists have found evidence that full 
mycoheterotrophy has evolved independently more than 
40 times. The strategy could be an adaption to surviving in 
dense forests where light is scarce. But how 
mycoheterotrophy arises and persists is still a mystery—in 
part because the plants can be elusive. In Japan, Suetsugu 
says, “There has been very little research done on 
mycoheterotrophic plants.” Ollerton says the same is true 
elsewhere in the world.



Suetsugu set out to fill that gap during his undergraduate 
and graduate studies at Kyoto University. A year after 
completing his Ph.D. in 2014, he joined Kobe University, 
becoming a full professor in 2022 at age 34. (He is still the 
youngest full professor on the university’s Faculty of 
Science.) Today, Suetsugu’s prodigious scientific output on 
mycoheterorophs makes him “the most productive author 
in the field of botany and pollination ecology,” says Zong-
Xin Ren, a botanist and a pollination ecologist at the 
Chinese Academy of Sciences’s Kunming Institute of 
Botany.
In conversation, Suetsugu is reserved and chooses his 
words carefully, although he is prone to chuckle over 
amusing or philosophical questions. He is most at home in 
the field, where his “explorational” approach has enabled 
him to “discover things previously unknown,” says Vincent 
Merckx, a botanist at the Naturalis Biodiversity Center.



A little less than 20 years after Steve Jobs stepped onto a San 
Francisco stage to introduce the iPhone, the near-ubiquitous device 
and others like it are claiming 4½ hours of the average American’s 
day. Over an average lifespan, that’s more than 14 years — 14 years! 
— a number so jaw-dropping I thought I did the math wrong the 
first time. Plenty of studies have shown that this is too much, that 
round-the-clock social media access is leaving us anxious, depressed 
and divided. Lately a wave of resistance has been building, with the 
spread of phone bans in schools, the embrace of “dumbphones” (a 
word Merriam Webster just officially added to the dictionary) and 
the rise of anti-tech activists like ex-influencer August Lamm, who 
made a pamphlet on practicalities “for anyone who’s ever wanted to 
throw their phone into the sea.” Her social media post about it, 
ironically, went viral.
Everyone had their own reason for being there. Rock Harper, an 
unassuming celebrity chef, missed the days when people were truly 
present at local go-gos and sang along with all the songs. Johanna 
Bockman, a sociology professor, wanted to break a Facebook habit 
she found embarrassing. Lydia Peabody, a mental health therapist, 
reached for her phone when she was frustrated or stalling or having 
a bad day; she worried she was numbing herself. And Ali Tintera, a 
performance analyst for Metro and self-described chronic podcast 
listener, had realized something that seemed to get to the heart of 
it: “Since 2020, I have not heard the birds.”


