5110557 1 HE TRIGGERING FACTOR OF
SARDIOVASCULAR DISEASE

¥ ! :. i
Fourth International Conference on
Advanced Cardiac Sciences

- King of Organs, 2012
http:/ /kingoforgans.com
Kingdom of Saudi Arabia

Carlos Monteiro
Infarct Combat Project
http:/ /infarctcombat.org



| does 110t die from coronary disease, he
dies from myocardial disease.”™

~ *Burch GE and ¢
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| ynote the coronary thrombosis theory, introduced by
ryan Herrick,in 1912, remains suffering serious doubt on its
d effect relationship.
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s has I rg and Forn to suggest in 1939 that the term coronary
rombosis s e aban in favor of the more generic one of

icute myocardial infarction. In their paper they say that “the clinical and
electrocardiographic features of coronary thrombosis may be observed in
patients in whom a coronary artery thrombus is subsequently not found
ecropsy as has been noted by Libman, Obendorfer, Buchner,

lamburger and Saphir, Dietrich, Levy and Bruenn and others.”

et that time many other investigators came to the same conclusion as
e will see following...
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1eagues found the thrombotic occlusion could
hen the collateral circulation appeared

las happened, it could be attributed to an
itical location in the coronary tree.

(Angina Pectoris, co y failure and ac
coronary occlusi L* ral circulatic
fresh coron: s with an
1941;68(2):181-19: I 3; 1 1 the
coronary arteries,

Journal 1941

ler a g},r colleagues pointed out that subendocardial infarcts
associated with coronary thrombi.
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und complete coronary obstruction of
ntmg around of 75% of the cases and recent
7% of the autopsied cases. Also, they have
of coronary thrombosis with the crescent

e myocard ial infarction. Less than a hour with
s1s, between 1 and 24 hours with 37% and in more than
52% of coronary thrombosis®.

(Spain, DM and
atherosclerosi
25 years, Am
cOrong "Oon
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(Hellstrom, HR. Myocardial infarctio
Circulation, 4 165, 1970)

\

Roberts suggested that the coronary arterial thrombi are
es rather than causes of acute myocardial infarction. In his
ng 107 patients who were submitted to necropsy he found

% of those with a transmural infarction, and only 10% of those
locardial necrosis, had a thrombus in the infarct related
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leagues demonstrated the prevalence of total
ing the early hours of transmural infarction by
raph%/. heir results were accepted by the

e definitive clinical evidence about the causal
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6) Quintiliano H. de Mesquita pointed out that the interpretation
given by DeWood about the angiographic image, suggestive of
intracoronary thrombus, do not correspond to the absolute realit
whetherit represents a true thrombus or just aggregated platelets that are
precocious, unstable or reversible commonly registered in the first hours
of unstable angina and in the course of the acute myocardial infarction.
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roldi and colleagues, discussing the findings from
i ain question is how many of the 87%
uda -occlusion and whether the "layered"
y was a true thrombus or a
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rmation. Also saying that "Red" thrombus, namely a
m, is frequently and erroneously considered as thrombus.

ler ey from the same year they say that the frequency of an
mbus is significantly h1gher in the largest infarcts
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(Yasunori Ue
related plaque
Cardiol, 38:1







published found that the use of thrombus
ary percutaneous coronary intervention
a]or adverse cardiac events at 2 years
avencional PPCI. So, based in this study,
s aspiration do not prevent the occurrence of









State~of~'_r'r e-Art” review and commentary published at the
can College of Cardiology made the following

ody of evidence conclusively suggests that coronary artery
1 is only 1 element in'a complex multifactorial
mloglcal process t Iea to Ischemic Heart Disease (IHD)
i: lr_n e presence of obstructl lesions in patients with IHD does not
_____ I mply a causative role. A more comprehensive approach

ems necessary to refocus preventive and therapeutic strategies and to
b1d1ty and mortality. To this effect, we propose a shift in
o include the myocardial cell as well as the coronary vessel”




One of the major developments of Doctor Mesquita
‘was the Myogenic Theory of Myocardial Infarction,
from 1972. The Myogenic Theory supports the use
of cardiac glycosides (cardiotonics) for the
prevention and clinical treatment of acute coronary
syndromes. Among other developments are the
Ventricular Aneurism Surgery of the Heart
performed by Charles Bailey in 1954 and the first
diagnosis of Right Ventricular Infarction, in vivo, by
ECG, made in 1958. (FHe did more than 30 pioneer
contributions to medical literature)

Dr. Mesquita deceased in 2000 with 82 years old

His memorial is at the following webpage:
http:/ /www.infarctcombat.org/ghm/homepage.html



ntroduction and Fundamentals
Of the Myogenic Theory

_]

—

I——
—
(D
)

thierosclerosis and slow coronary flow in the normal

es develop myocardial ischemic process through the
veenidemand and blood supply to the myocardial
ndenton the right and left coronary arteries. Basically, the
ural coronary arteries are responsible for nutrition of the
dium and'mainly by the contractile balance of each
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V.
t I'or psycho-emotional stress results in an immediate loss of
tractility of the ischemic area and simultaneous exaltation of other

iffected contractile ventricular segments.

lie continuity of such repetitive ischemic manifestations tend to

ntribute to the installation of ass ner%ic segments, by ischemia + loss of
contractility and overload imposed by the remaining intact ventricular
segments, during the ventricular ejection phase.

- = Consequently, the coronariopathy contributes to the deterioration of the
- ventricular segment, constituting areas of myocardiosclerosis or
segmental myocardial disease, possible future site of the myocardial
infarction.

O [T




Viyogenic Theory Mechanism

The sequence of events

= Coronary Atherosclerosis
5 Slow Coronary Flow

2 |
= Stable Angina Pectoris - Silent Coronariopathy
m 1-  Relative Myocardial Ischemia

m 2-  Reciprocal Contractile Loss

B, @ |
= Physical and Psycho-Emotional Stress Factors
=@ /or

- Pharmacological Factors - Negative Inotropic Agents

g
[E  Segmental Myocardial Disease



WI‘/JJa; | heory Mechanism

The sequence of events

Segmental Myocardial Disease

= |

Reciprocal My ardial Ischemia

=1
= Primary Myocardial Necrosis
o
=

Coronary Stasis or Fragmentation and
Dlsplacement of Atheromatous Plaque by Edema
I
= Secondary Coronary Thrombosis
ol

(=]



gpbpropriated terms to the myo_genic
Neory of myocardial infarction

4

term “coronary’” has become synonymous with ischemia and it is

o define an atherosclerotic occlusive lesion that is believed to be

ponsible for all clinical patterns.

¢

ide the sense of the myogenic theory of myocardial infarction I will
liberty to use some new terms more adequated to it like coronary
rdial disease rather coronary heart disease, coronary artery disease
ischemic heart disease and acute myocardial syndromes rather acute

oronary syndromes.



Stress and acute myocardial
syndromes

e sho n a close connection between catecholamine
I'he hyperactivity of the sympathetic nervous
ystem, with a deep o I OW. of catecholamines (adrenaline/epinephrine
nd n Qrg_r' renaline / norepinephrine) also occur in unstable angina,

vely called preinfarction angina or intermediate syndrome, being
«';__,_'__,_ nd less long than in acute

nyocardial infarction. Takotsubo
l[iom /r pathy, also known as broken heart syndrome, a sudden
lemporary weakening of the myocardium, which simulates an evolving
myi ial infarction clinical picture, likewise has a deep outflow of
catecholamines.



ACHLe Stress: The main risk factor for
Acute Myocardial Syndromes

physical act1v1ty particularly in sports competition, or

: passing the limits of his/her heart conditions, or else
use of stim 'L_ll:l.rls drugs, there are many risk factors for acute
'dial < syndromes, based on recent severe stress situations or sudden
onal stress, like:

eparatlon or divorce, loss of work or retirement, loss of revenue
ss failure, important family conflicts, important personal injury
death or illness of a close family member, shock of a surprise

ed robbery or other kind of violence, heated discussion, threats
ractsiof war, earthquakes, to track the team of preference in matches live
ootball, etc...



saradiotonic: The compatible drug with
the Myogenic Theory

°

ry.of endogenous cardiotonic hormones (digitalis, strophanthin,
,1s0la ed%rom human tissues and body fluids, may represent a

iment for the myogenic theory of myocardial infarction.

. tion'of endogenous cardiotonics have been found under

COn. ich'as sodium imbalance, hypertension, cardiac arrhythmias,

renal failure, congestive heart failure and acute myocardial infarction.

us physical exercises as well' physiological stress situations may also elevate

entration of endogenous cardiotonics in the body.

ink the cardiotonics found in nature may complement a deficient production
ogenous cardiotonic hormones produced by the human body amc*D thus

port cardiac metabolism and protect the heart from the infarction, as proposed
Ayogenic Theory.

—
(D

(D

NS !
g g9 =@

joF
2 @

Tl =

=
O
=
=

g
O

= ,< (@
Dagq

\®

=

O

cr
()
=
-
0)

>
=~

[mn
e
—

=
i

(oF
=

O
=T
O

>0 @ O

|—
<
=

= W

=) (—
—

= Two quotes related to these findings:

= “The diseased heart is avid for cardiotonics”
- B Quintiliano H. de Mesquita, 1997

= “Cardiotonics are the insulin for cardiovascular disease”
B Carlos Monteiro, 2005



jie use of cardiotonics for coronary
jeariadisease during the 20th century

K] claimed the myocardial infarction (MI) as
thrombosis and cardiotonics (digitalis and
the '.o,:st therapy. He declared: "The timely use of this
ly' may occasionally save live'.
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Louis Hamman: Shared in same concepts and enthusiasm of
Herrick ; egardmg the use of cardloto ics to treat the MI. He said: "The

nt should be promptly and fully digitalized... not only is the
talized heart better prepared to withstand the added burden of
ain a rrhythmlas should they come on, but it is also stimulated to put
its better efforts. How desirable the best efforts may be when a large
heart muscle is infarcted, needs no further comment"
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e use of cardiotonics for coronary
jeariadisease during the 20th century

ears using strophanthin by intravenous way
more than 100 patients he declared: "

ition of the strophanthin as the best and safest
ledicine | al'infarction we don't have the right to use it in
patien nly for scientific reasonsand tests, giving preference to other
medies losing precious time for the cure". He also told that will come
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Iihe use of cardiotonics for coronary
jeariadisease during the 20th century

tment. He used digitalis in 265 patients recording a
practice he noticed that insteag of any myocardial

I presented compatibility with the acute

ason of salutary effects and lower mortality.

ol) John Martin Askey: Applied digitalis in 50 consecutive patients
with'acute MI. Citing the results achieved by Schemm with digitalis refers
that the medical profession was unable to take full advantage of this

able drug, otfering the Henry Thoreau thought: "It is never too late to

the presentation about his results and to appreciate the clinical and
experimental proceedings realized at that time. Likewise he demonstrated
a healthy apprehension in front of the accommodation and disinterest
regarding so exciting theme.



{he tse of cardiotonics for coronary
jearisdisease during the 20th century

1955) Norman H. Boyer: Mentioned that after an unexpected but
fortunate experience using digitalis by intravenously way ceased his fear
about the use of digitalis applying it starting from this moment in a
sequence of 50 patients with MI.

1970) Berthold Kern: Wrote that he used sublingual strophanthin in more
than15:000 cardiac patients during the period of 1947 till 1968 resulting in
a very low mortality rate and few myocardial infarctions.



e use of cardiotonics for coronary
arixdisease during the 20th century

-
JC

Mesqulta Advocated that treatment with

rted the earliest possible in order to correct the

| se in progress. He also stated that cardiotonic
-ation protects -i-" myocardial fibers in collapse, ischemic, but
be'kept from the necrosis which would certainly occur in case of
of this remedy. Surpassing the acute period, the cardiotonic

e used, according him, as a maintenance treatment, which blends
le MI prophylaxis, in order to defend the ischemic myocardium in
its functional side. During 7 years applied cardiotonics by intravenously
way. (A- italis and strophanthin) in 1183 patients with acute MI, recording
a survival of almost 90%. Professor Mesquita was awarded in 1975 with

e Brnst Edens Traditionspreis by the International Society Against
Myocardial Infarct located in Stuttgart- Germany.
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Jle use of ca rcllotonlcs for coronary
jeariydisease during the 20th century

rger, medical journalist: Report the results

ita in Brazil informing that Rolf Dorhman
‘aldkrankenhauses in Berlin - Germany, achieved

ilar results of the Brazilian professor applying the same

ith strophanthin during the acute myocardial infarction.

x 5 DR told that from the hemodynamic studies the beneficial
et ,:'. f cedilanid is greater than its adverse effect, concluding that
ligitalis can be safely and effectively used in the treatment of AMI.



gie use of cardiotonics for coronary
jeartadisease during the 20th century

(1995) Leor | and'colleagties found in patients recovering from
m /J("lf‘f‘|_| r_l infarction that one year mortality was significantly higher

nts treated with a'full dose [19 of 112 (17%)] than patients
v dose of digoxin [1 of 41 (2%)]

r_relrerj with a lo

i
(Leor J, Goldbo L
recovering fron
Cardiovasc Drug



Jld citations about the use of
ic talls in heart disease

‘ upon the Digitalis — [ despair of pleasing myself or
fe dszzcult [t is much easier to write upon a

er is in the hands of nature and a faithful
eye to tolerable [udgment can not fail to delineate a likeness; the
ver be subject to the whims, the inaccuracies and the blunders of
/ﬂrm’cl Wllzam Withering, Letter, Sep 29, 1778

“Digitalis: A‘God—given remedy” by Friedrich Ludwig Kreysig — Berlin, 1814

“Digitalis: The opium of the heart” by Jean Baptiste Bouillaud - Paris, 1841



setween the severity of
g,} and the risk of infarction

: -~

J
1

¢ or other acute myocardial events is not proportional
enosis. Several studies in which more than one
patients who developed acute syndromes

mes appear to be developed from lesions

not significant stenosis. These less severe
ions lead to myocardia tion because they have not developed
ollateral circulation around that would prevent or limit the extent
necrosis. This means that a 30% reduction in arterial caliber may
ased risk for a myocardial infarction than an obstruction 90%.
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irculation and infarction

t9a, said in his book "Myogenic Theory of
treulation is absolutely prevalent in cases of total
artery (74 %). He also told: "The net of coronary
ysiable to prevent myocardial infarction, because it
cal features of the obstructive process, and is
ufficient to face the demands of the physical activity of the coronary
['ie role of the cardiotonic is to complete the effects of collateral circulation
ernsure fi nctional preservation of the ischemic myocardium, thus avoiding the
inifarction.’

,,,,,, t meta-analysis confirmed that heart disease patients with a well-
developed collateral coronary circulation have an improved survival
compared with patients with less developed collaterals®*.




serdiotonic Effects and Stress

s

have possible benefic effects for

in halting acute myocardial syndromes,
“atecholamine levels in blood and in
acid production by the cardiac






‘cardiotonic use in stable
coronary disease

sevent Unstable Angina, Myocardial Infarction, Heart Failure and
Iden Death - symptomatic and myocardial instability, ensuring
permanent state of stability;

To Increase and to provide peaceful survival, comfortable and long,
predominantly asymptomatic, in front of the common efforts and according
- to the achieved parameters.

Again, they have said that “the coronary collateral circulation has its role in the fate of
coronary artery disease and represents the compensatory reinforcement of the "Nature",
complemented by the cardiotonic, in the preservation ofv myocardial contractility.”



Tha cardiotonic use in
“ coronary disease

2002, Quintiliano Mesquita and his assistant,
rospectively analyzed data from a period of 28
rdiac glycosides at low concentration (low
'.')Ie coronary artery disease with or without
infarction *. Their results: have showed very low rates in

d morbidity. The patients were divided in two groups...

*Cardiotonico: In:
Sindromes C
de Mesquita e
gt



I'he cardiotonic use in
e coronary disease

ed 994 patlents w/out prior infarction, presenting
orbidity and mortality:

cases (1.4%)
ailure mortality: 32 cases (3.2%
e~ath 71 cases (7.2%)
- Stroke mortality: 13 cases (1.3%)

ncer mortality: 14 cases (1.4 %)
- Total Mortaﬁty: 142 cases (14.2%) - (0.5% per year!)

= -Mean Age at Death: 76 years



cdrdiotonic use in the
é coronary disease

’nc'_-’ ded 156 patients with prior infarction,
le following morbidity and mortallty

ases (5.1%)
re mortality: 17 cases (10.8%
eath 31 cases (20.5%)
ortality: 7 cases (4.4%)
ncer mortality: 3 cases (1.9%)
- Total Mortality: 64 cases (41.0%) - (1.45% per year!)

= -Mean Age at Death: 72 years



I'he cardiotonic use in the
unstable angina

d the use of the cardiotonic + coronary
ngma, for correction of regional

as the determinant factor in the

this a larmmg clinical syndrome,

usua. ra ter1z1ng the pre-infarction.
1

-(DCI)

v Excerpts from
Dllatador Co



I'he cardiotonic use in the
unstable angina

z Results

lisappearance of spontaneous anginal episodes since the first
in a short-term following the administration of the drug by

i
[nterruption of unstable angina in 199 pts;
Only 1 case volved to myocardial infarction in the eighth day.
No'deaths.
ECG a@-teré ions with rapid disappearance.

Arrhythi
Mild enzymatic changes in the first 24 hours.

lic benign transitional manifestations (20.5%).



I he CalC otonlc use in the
ntarctioning clinical picture

nfarctioning clinical picture?
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cardiotonics the myocardial infarction can be
5.57 of the cases as shown in the studies by Dr.
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Clinico Enfarta

http:/ /www.infar



I he ce "‘-. jotonic use in the
nfarctioning clinical picture

Results

istration of & algesics and narcotics

R
Lo idence of cardiac arrhythmie
[Cow incidence of cardiac insufficiency
|

ow, incidence of cardiogenic shock
Re_la".rl ve lowering of enzymatic reaction peaks
Low mortality
Clint

| )
Clinical
AN E
\ 11CA
A

icture more calm and safe
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Betameth: |T 'digoxin 0.10-0.20mg/day
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20-240mg /day
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N1fed1pme 20 SOmg /day
Fendiline 100-150mg/day
- Diltiazem 90-180mg/day
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ardiotonic in the
unstable angina

eutic attack of unstable angina during 6 days

inK : 0.25-0.34mg/ day, IV

+ LLLRLLL

== =] ]
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Coronary dilators:
Dipiridamol : 20 mg/day, [V
‘erapamil : 240 mg/day, PO
nilamine : 180 mg/day, PO
lifedipine : 30 mg/day, PO

{0

®

* The strophanthin K or G (IV) was employed in 150 patients, Digitalis (IV) in 30
4 Batients and, exceptionally, by oral route, Methildigoxin in 1 patient and
roscillaridin-A in 18 pts.

= [IV:Intravenous route PO: Oral route
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*The strophanth

IV: Intravenous route

B

I_

. 0.25-0.54 mg/day, IV
:0.25-0.50 mg/ day, I

ci:. C:0.40 mg/day, IV
0.50 mg/ day, IV

y dilators:

>
>
E’
o
®
o
UQ
~
Q.
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[ : 2 g/day, PO
ine : 80‘ mg/ day, PO
30 mg/day, PO

=

jotonic use in the
nfarctioning clinical picture

jattack of the infarctioning clinical picture during 6 days

K or G (IV) was employed in 962 patients, and digitalis (IV) in 147
patients, during the first phase of treatment.

PO: Oral route
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IOEo and Powerpoint presentations on the




