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Abstract

In the pre-antibiotic era, infections were usually more frequent and serious than today. In those times, Fahraeus
reported an in vivo simulation of the clinical erythrocyte sedimentation rate test that was normally carried outin vitro
with freshly drawn blood. This led him to propose an explanation for the finding of long white strips (“fibrin coagula”)
within the blood vessels of those who had died from infections. The surge of serious infections in pandemic times has

likely kindled a reemergence of the phenomenon.
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Introduction

As with the thermometer, the erythrocyte sedimentation rate (ESR) test can act as a non-specific indicator of pathologies,
especially those related to infections (e.g., with SARS-CoV-2) (1. As part of the innate immune response there are
changes in serum proteins that correlate with the aggregation of red blood cells to form “piles of coins” (rouleaux), which
settle more rapidly than non-aggregated cells 2], Rouleaux do not form in normal serum unless it is slightly concentrated
or is preheated to generate albumin polymers [3]. The red cells themselves play a relatively passive role. When mixed,

those from different species form distinct homoaggregates (4151, The aggregation may be the manifestation of more
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profound molecular-level pro-aggregation changes that occur in infections [611718],

Materials and Methods

The intercell linkage being weak, rouleaux do not normally form in vivo in the flowing blood of a sick person. Thus, a
column of freshly drawn blood is held stationary in vitro in a vertical tube. The length of the upper plasma layer that

appears as the rouleaux settle is measured. Since blood clots rapidly when exposed to a glass surface, it is citrated.

Results

The phenomenon was studied a century ago by the Swedish physician-scientist Robin Fahraeus (1888-1968), whose
doctoral thesis was formally published in 1921 [°]. He predicted that the phenomenon would be observed in vivo if the
blood flow were slowed (perhaps in an aneurysm) or if the heart stopped pumping (as after death). Furthermore, being in
vivo, in the short term no anticoagulant would be required. His simple experiment with two tourniquets is shown in Figure
1. After the experiment the tourniquets were quickly removed. Had this not been done, there would be the possibility of

eventual intravascular clotting so generating a long fibrous white upper strip above the red erythrocyte sediment below.
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Figure 1. A sick person rests their elbow on a table with their forearm

elevated. Fahraeus ties two rubber tourniquets round the forearm, one low
and one high. The high one, near the hand, stops the venous return and the
lower one near the elbow prevents the blood draining out of the vein. In
other words, he is simulating, in vivo, the ESR test normally carried out with
a vertical glass tube. He has occluded a forearm vein, so the blood is not
agitated as when it is circulating. Shortly thereafter, he puts a needle into
the top of the occluded vein. Out comes pure plasma, free of red blood
cells. With a healthy subject, rouleaux do not form, and he then withdraws

red blood (plasma plus red blood cells). Reproduced from chapter 6 of [,

Discussion

Fibrin coagula

Fahraeus extensively cited 19th century literature, which included slowing the blood flow in the back of the eye and

watching the red cells attempting, but not succeeding, in forming rouleaux. Thus, rouleaux formation would likely begin in
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vivo within minutes of the death of a someone undergoing an immune response to foreign antigen. Much later, in vivo
clotting would occur. Indeed, in pre-antibiotic times, when severe infections were both more common and more serious,
autopsies frequently revealed long white fibrous intravascular clots (“fibrin coagula,” that could correspond to the

erythrocyte-free plasma). Much of this work was later summarized both in detail ['%, and more broadly [''].

Reemergence in pandemic times

While vaccination saved many lives, during the COVID-19 pandemic there were many unaccounted “excess deaths™'?],
some of which may have reflected unrecognized cryptic factors ['3!. Adding to such alarms, over the period of the
pandemic, embalmers internationally have regularly observed white fibrous clots like the fibrin coagula. As reported to
online interviewers and journalists, they are as mystified as are the physicians they consult, who appear unaware of the
early history. Fibrin clots in blood vessels were independently noticed in 2022 by pathologist Arne Burkardt and
colleagues !4, who declared them “a mystery” in their autopsy reports of their recently vaccinated subjects'®.. The first

of several postings by a UK interviewer in 2024 garnered over a million visits in the first week ['6].

Phenomenon with broad implications

Fortunately, as suggested here, the phenomenon isnot “new.” Furthermore, whether the antigen has been acquired
through natural infection or artificially (through vaccination, as some opposed to vaccination are suggesting) is notknown.
Apart from this, as Fahraeus suspected in 1939 ['1], the aggregation-promoting property of serum may exemplify a more
broadly based phenomenon, with important implications for immunological diseases. For example, acting entropically,
pyrexia would be expected to promote many molecular aggregations, both extracellularly and intracellularly. Building on

subsequent ESR studies 21814151 we hopefully continue Fahraeus’s work 61l71€],
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