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From Europe to USA and
..Japan
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sUStiarshort word,
leminding.everybody.
matthe high rate of
ianivrésiand re
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1ec ical community In
the 19t century to find a
solution for surgical
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oA short description of the opiates
history

® Sorry, no time for opiates receptors !!!
® A geographical glance on the story



Just one year
before Morton
ether
anesthesia in
Boston

. naml
Our story starts in the middle of 19th
century



Erancis Rynd,.. J*

et

S ~— -~

o Fr:msjf 'nd of Ireland in 1845 described
tiiehdealof introducing a solution of
morpk ine in the neighborhood of a

yeripheral nerve, with intention of
,aTTaymg neuralgic pain in that nerve.
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s Rynd F.: Neuralgia- Introduction of fluid to the nerve. Dublin Medical Press,
13:167, 1845
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Ejrst'steps =

SSLIpp ocrates (470 -400 B.C. ), flrstt“’s‘poke o'
W ;GWater Of bralnu.

- Fn ' 692 Valsalva noted a watery fluid
= ,- -eund the spinal cord of a dog.

?Qi' -Th 1764 Domenico Cotugno was the one

| a—

= -who described the cerebrospinal fluid.

p—

- o In 1825 F. Magendie studied CSF
circulation and named it.

Bonica, J.J.:History of pain concepts and pain therapy. Semin.
Anesth., 4:189-208, 1985
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Bumbar Puncture W

2 _/\_/Jf te n England,|

: '”‘) an emrlc umc e in Klel
GErmany (December 1890) mdependently
m 10 uced lumbar dural puncture.

e _p ’__use Wynter did not report these
ses until 1891 in Lancet, Quincke is
.g‘:ﬁEually credited with performmg the first

1umbar puncture.

Wynter, W.E.: Four cases of tuberculosus meningitis in which
paracentesis of the theca vertebralis was performed for the relief
of fluid pressure. Lancet, 1:981, 1591

Quincke, H.: Die Lumbalpunction des Hydrocephalus. Ber. Klin.
Wochenschr., 28:929, 1891
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SPINAL ANESTHESIA ¢
Bier’s Block - IVRA e
ARTIFICIAL HYPEREMIA e

THE TREATMENT OF e
AMPUTATION STUMP




RGocaImzation of'the spina
- cord =

SRA _J,L;f sierstheornizedithathisitechnique; he
salied cocalmzatlon of the spinal cord”, might
;)fJ‘JJJ he necessary pain relief for major

_),JJ"_J:}J:‘,\
o Higp nd his assistant Hildebrandt gave €ach

'-""

~-f Otk EI‘ (') spinal anesthesia with cocaine on

= 16 August 1898 at Royal Chirurgical Clinik in
Kiel.

¢ Bier had a certain amount of luck on his side; he
worked at the same institution as Quincke and
would have been familiar with his technique,
and might even have borrowed his needles.




o
JLJr plph Matas and the u Jj(ﬂ@wg,
~ factsof history.

SRIidolph Matas of New Orleans, on
INOV( mber 10, 1899, was the flrst in
the U.S. to apply the subarachnoid

| esthesm with cocaine, BUT...... :

& % Matas may have been one of the first
to Inject morphine into the
subarachnoid space (this is only a
supposition)

-

Matas R. Local and regional anesthesia with cocaine and other analgesic
drugs, including the subarachnoid method, as applied in general surgical

practice. Phil Med J 1900;6:820-843



.est Romama reported
eEXperience with spinal
Sia at the Congress of

- ternational Surgery In
ssels.

== ;jffe ‘method was “too novel
= and to hearty” to be accepted
~without opposition.

Jonnesco T. La rachianesthésie générale. 1919 Edit
Masson, Paris
Jonnesco T, Quatre cas d’analgesie par injection de

cocaine dans le sac lombaire. Bull Mem. Soc Chir.
de Bucharest. I1: 118-119,1900
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In 1919'Thomas
JOnnesco
published'in
Paris the first
textbook of
Spinal
Anesthesia:

“La
rachianesthesie
generale”.

RACHIANESTHESIE

GENERALE
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“j description of results and the
& ma Nner of onset of anesthesia, there is little
"-‘..:f«e loubt that the result was...epidural
:,____..z—-
= anesthesm il
~» However he coined the term “spinal
anesthesia”.

Corning J.L. Spinal anesthesia and local medication of the cord. NY Med J 42:485, 1885
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'del Pages Miravg
SMnEo24, FideliRPages Mirave ofiMadrid,a....

ilitan surgeon, published the first report
o J_J_F ibar epidural anesthesia. He called
LNST ew type of anesthesia “metameric

| Jj _theS|a”
~— = nfortunately his practice was not

= disseminate to others, and his works was
- not translated into other languages.

e Pages were killed in 1923 in an automobile
accident.

Pages, F.: Anestesia metamerica. Rev. Sanid. Milit. Argent., 11:351-
365
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PIAnEesthesia machine developed

o3k m eal intubation introduced In
J*' /practice

|f|C|aI ventilation used

f-——:-""MuscIe relaxants became part of the
“usual pharmacological arsenal in OR

e Blood transfusion widely accepted
e Intensive care and Recovery rooms



JJmJJs rom~ge (1920&? 33“’

SRintthe 1950-1970 Ph|||p Bromage
(C fr ¢ a) took the practice of epidural into
the modern era.

SEHIS ~book “Epidural Analgesia” p
::::s 978, played a pivotal role in thg 0
= widespread acceptance and util ‘5" X\
- epidural analgesia in surgery, ol & & _'
- and pain management. '
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pEpover-somniferumess . N

— - ——
-

__
~ 0 Dr. Jeremy Burgess/Science
SourcefPhoto Researchers, Inc.
o o TR

nhemistory of humanity very few substances have
gnjoyedisuch'a prolonged and widespread use as the
ExttactoffPapaver somniferum.

—
-

-

SeItsipharmacological effects were well known over 5000

years ago, when the Sumerians mentioned the popPy in
their pharmacopoeia, calling it “Hu Gil” the plant of joy.

-—

s According to Ebers Papyrus (c. 1534 B.C.E.) the Ancient
- Egyptians used “poppy” to relieves headaches, pain
and provide anesthesia.

Bonica, J.J.:History of pain concepts and pain therapy. Semin. Anesth., 4:189-208, 1985.
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J f IJ'—‘ SE of opium forinducing analge5|a
| surglcal operations iIs described In

\u rho, in the 9" Century AD.

J;?fthe 13th Century, Boccaccio mentions

~an opium potion in one of the novels of
‘the “Decameron”.

¢ In the 16t Century, Paracelsus
introduced Laudanum, a mixture of 10%
opium Iin a hydroalcoholic extract, still in
use todav for the treatment of nain.
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Iedrich, Serturner™ =

1 _L U5, Friedric

Sert urner, a German
I)J armacist, isolated an

aI0|d of opium and

, — aIIed it morphine,

~  from the Greek God of
-Sleep and Dreams:
Morpheus.

Serturner FWA, J Pharm fur Aertze und
Apoth Chem, Leipzig 1806;14:17
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SENE TIrSt repor of using oplates for
S I)J 1al route belongs to N.
coviceanu-Pitesti of Romania in
1¢ 00

Gn January 7th 1900 he injected morphine
= .j- and cocaine for spinal anesthesia.

e Racoviceanu-Pitesti was invited by Tuffier to
report his experience with spinal morphine
analgesia at the Congress of the
International Surgery in Paris (August
1900).

——



SENNIY0I KataWata of
Jzipzin) 1 orted the
11] jecti on of 10 mg™
pRIMoLphine and

2l Joez) )
11) U ChE
Slibarachnoid space
JJ‘ rHJr patients

-.. ‘“'.

| ,.—»-“‘ “pain. The

——

-~ pa ients obtained
= "excellent pain
- relief.

Matsuki A, Nothing new under the
sun— a Japanese pioneer in the
clinical use of intrathecal
morphine. Anesthesiology
1983;58:289-290,
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. in Bucharest,

.———-

{he capital, 70 years
later......



"“Pethidine _—_—
e ‘(‘" —
» P:—Ji:m'r | e was the flrst synthetic opioid used to

IS Jr | nd Schumann discovered its analgesic
~ie's in 1939.

= ‘E'—sole agent for spinal anesthesia in 1982. He
= reported a large series of 713 patients who
“received intrathecal pethidine for abdominal

surgery.

Mircea N, Constantinescu D, Jianu C et al, Anesthesie sous-arachnoidienne
par la pethidine. Ann Fr Anesth Reanim 1982;1:167.



Morphine -

Niearly produces analgesia by a spinal
echanism of action and is considered the

JJ_]F standard” for intrathecal administered
jates. Morphine is hydrophilic and highly
mzed

= O'Morphme was the first opiate drug to receive
- FDA approval for intrathecal and epidural use.



N
VAnd what about other

ppiates ?

aGEnanylFsurentanili*anc
AlfEntanil although widely
ISEdforepidural
gaministration does not
sonrerany clinical benefit
s=pVver'the intravenous route,
==Decause the analgesic effect
1S mediated mainly by uptake
~ from epidural space to plas
~and redistribution to brain.
e Beside, being lipohilic, all
these drugs do not spread ug

toward the cranial extremity
limiting their clinical use

Ei4 ERUSEEET LERTMOMSOMANEN
RN e 11 ) IR ER NN 2 ih
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ARUMTOW Israel::. . o -

SNEioyo) Behar et al, in Jerusalem, Israel
HEPOT ed (Lancet) the injection of

11195 ine in the epidural space in patients
Suffering from cancer pain and acute

) stoperatlve pain.

”'-"' 'n the same year Wang, reported the
-~ Intrathecal injection of morphine In
patients suffering from cancer pain.

Behar M, Magora F, Olshwang D, Davidson JT. Epidural morphine in
treatment of pain. Lance. 19/9,527-529

Wang, J.K., Nauss, L.E., and Thomas, J.E..: Pain relief by intrathecally
applied morphine in man. Anesthesiology, 50:149, 1979



ﬁtrathecal morphlne for myocardial
mfarctlon pain.

—» 1980- Scott et al used intrathecal
morphine for labor pain.

e 1988- Epidural PCA with Morphine
was described by Sjostrom et al.
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Da, dar pentru cei cu
‘memoria ceva slaba, iata
doar o recapitulare.....
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~ 1850 first syringe

1884- discovers
A.WOQOD- 1855- cocaine and J
the fist needle CORNING uses
e local anesthetics for
e epidural analgesia
- H QUINCKE- 1890 A. BIER- 1898- first

first dural puncture spinal with cocaine
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—— SJOSTROM- 1988-
the first PCA epidural

OO first spinal

(U;;T;] e entarytlata fron

ﬁ"ﬁentury

KATAWATE-1901- first

—
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T. IONESCO

combined morphine-local

anesthetic for spinal

BEHAR-1979-
first report on
epidural
morphine

1919-first
textbook on
spinal
anesthesia

N. MIRCEA-
1982-spinal
pethidine







vered the advantages of regional
jésia, In comparison to the pre-

- i
. ’.-‘.

s T:oday various opiates are used as single

~ drugs for spinal and epidural
postoperative analgesia, either by
continous infusions or patient-controlled
analgesia (PCEA).
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countries had 5“5|gn|f|cant
sontrbution.tothe.epiduraliand.. .
[tE thecal use of opiates :

J&J anla and Israel.

2 J‘ iS'is not a pure coincidence that
he authors of this essay were both
*orn In Romania and continued

~ their professional carieer to
- Israel.

-

SULing the last 100 years &av T —
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