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HISTORY

The first attempt &% an intravenous injection
in men was made by Christopher Wren in 156, unconsc-
iomness followed his intravenous injection of opium.

FPisher and Von liering had synthesised berbitone
in 1903. 1In 1905, Krawkow in St.Petersburg injected
Hedonal ( methyl-propyl-carbinol-urethane) which
gaeined & meesure of popularity in Russia and in other
parts of Europe.

Noel and Souttar in 1913 reported the intra-
venous use of para ladehyde followed in 1916 by magn-
esium sulphate (Peck and ieltzer). In 1929 Kirschner
described intrevenous tribromethanol {(Avertin). The
Germen obstetrician, &k, Bumn, first introduced perno-
stone (Sodium 2-butyl-B-bromellyl barbiturate ) in
1927 and this achieved a measure of popularity. Zefras
and licCallum reported in 1929 on the intravenous use
of the sodium selt of amylobarbitone ( Amytal ).
Intravenous ansesthesia truly came of age in 1932 with
the first published report by Weese and Scharpfi of
liexobarbitone. In 134 Laundy started clinical trials
of thiopentone ( pentothal ). The acceptance of intra-
venous aneesthesia has varied somewhat fron country
to country. The early popularity of intravenous

anaesthesia outside the Uunited dingdon may be due to
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the fact that hexobarbitone was of German origin while
thiopertone wes en American product. The disastrous
results whick foliowed e ednipstretion of hexobsrb-
itone and thiopentone of Fearl Harbour in December
1941 may have been Tesponsible for the decrease of
their popularity in the United States during the later
War years.

Thiopentone in British civilian hospitals during
the war years limited by the lack of trained angegth-
etists. However, when the experienced specialists
returned, the popularity of intravenous enaecthesig
increased enormously and even today this form of ind-
uction appears to be uged more widely in the United
Ringdem than in the United States or in some European
countries. Despite sgome competition from other barb-
iturates, thiopentone has remeined essentially uncha-
allenged. Thiamylal, an equally good agent, weas peased
over for another 15 years ( Dornette, 1954 ). Thigl-
btarbitone, the uge of which was first reported by
Carrington end Raventos in 1946. liethohexitone, first
known as compound 25388 ( Stoelting, 1557 ), is the
terviturate which probably offers most Competition to
tulopentone. In recent yeers techniques have been
evolved which aim at Producing sedation or light sleep
with intense enalgesia, a ' lytice cocktail'was used
conprising a potent analgzesic and was teried sréificial

hibernation.
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A few non berbiturate égents have been digeov-
ered utut having a limited tield of uase eng thicpentone
reuains on the top of these agents till this day. Selye
(1941) described the hypnotic properiies of steroids
on rats. P'in et gl {1955) skLowed that hydroxydione
had e wider safety margin than thicpentone. The end
of ninteen—fifties, neurolept analgesie was introduced
and was first described by Castro and Mundeleer 1959,
The most recent development in this field ig "disgoc-
lative" ansesthesia €.8. Ketamine which was Tirst
Synthetised by Steven (1963).

Etomidate ig & ew non barbiturate intravenous
anaesthetic which wesg synthetised ang studied by
Jansgsen and his colleagues (1971) under the number
RI 6659, 4 related development hasg been the use of
the tranquilliger diazepam, a..d verious combinations
were developed €.8. Pentazepam (1971) which is & com-
bination of diazepam "hypnotic" ang bentazocine
"anelgesie", Lastly, at 1978 long term Sedation hes
been introduced in clinical practice €.£. lorazepan

“lhypnotie" and Maprenorphine "analgesic",
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CLASSIFICATION

The classification of intravenous aneesthesgia
can be epproached from the paaruacokinetics, chemical
or clinical views.

The terug ultra-short end short are wilsleading
and these descriptive terus should be reserveg for
drugs which have repid recovery due o rapgid bresk-
down in the body rather then redistribution to non-
nervous tissues. On thisg basis, the only applicable
drugs are ultra short acting - propanidig {epontol,
fabontal) eid short acting althesin (C7 1341,8lfatesine)
and etomidate. 1n contrast with these, return of co-
ngciousiiess followin,, intravenous barbiturates occur
with e large anount of active drug remaining in the
body and there is g tendency for petient to lapse back
to sleep if lers undisturbed.

1t is desirable for induction agents to be
repid ecting, to cause sleep i one arm~-brain circul~
ation time in adequete dose. There are two classifi-
cationg :

(4) Drugs fall into two _roups:

1- Those used primarily for induction of anece-
gthesia e.y, barbiturates, eugeinol, steroids.

2- Those used either alone or in combinstion
to produce s perticuiur state, such 48 dissociative

aneesthesia, neuroleptanalgesia,sedation or tranguility.
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The second clasgification :

(1) luhravencus arecsihesia are claggified as iollows:

1. Thicpentone (intraval, pentothal, nesdonal).
2. Hexobarbitone (evipan, hexonel).
3. Thiobutobarbitone (inactin).
4. Thielbarbitone (kemithal),
5. Thiamylal (surital).
©. Buthalitone.
7. Hethohexitone (brietal, brevital).
8. Methiturel (nerval).
9. Enibomal.
A- Bugenols;
1- Propanidid.
2- Propinal,
3- G 29505.
B~ Steroids;
1- Althesin,
2- Hydroxydione.
3= liinexolone.
C- Heurolept techniques;
1- Droperidol.
2- Phenoperidine.

3~ Fentanyl.
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D- Dissoclative anaesthesia;
1~ Ketamine.
2- Phencylidine.
3
4

E~ Tranquillisers;

Cyclohexamine.

Etoxadol.

1- Diazepam.
2- Hidazolam.
3- Flunitrazepam (Ro 5-4200),
F- kigcellaneous;
1- Bromethol.
2- Dolitrone.
3~ Sodium gamma-hydroxybutyrates (gemma-0H).
4- Chlormethiazole.
5- Intravenous opistes (narcotics).
6- Methaqualone.
7- Volatile inhelation anaesthetica.
8- Biomidate.
9- ICI 35868.

Recently, Dundee (April, 1979) classified intra-
venous enaesthetics according to their chemistry,
speed of onset and clinical acceptability.

(4) Rapidly mcting (induction agents):

Thiobarbiturates, methylbarbiturates.

EBugenols.

Steroids.

Imidazole derivatives.

i

Di-isopropyl phenol.
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{B) Slower acting (bagal hypnotics and sedatives):

- Phenyl cyclohexamines.

~ Benzeodierzepines,

~ Opiates - neuroleptic/tranquilliser combina-—
tion.

- Large doses of opiates.

In addition to the above the rapidly ecting
barbiturates can be classified either according to

their chemistry or clinical acceptability.

Chemintry:

- A S . S . ot o= e —

- Thiopentsal (pentothal,intraval,ne sdonal).

Thiamylal (suritel, thiobut)

Thiobutobarbitone (inacting).

Buthalitone.

Methitural (nerval).

Thialbarbitone (kemithal).

o i 4D Y e . ot e e . e

- Hexobarbitone (evipan, hexonal).
- Methohexitone (brietel, brevital).

- Enibomal.

Clinical acceptability:~

(1) Very satisfactory and equally acceptable:-
Thicpentone, thiamylal, thiobutobarbiione and

thiaslbarbitone,
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(2) Unsatisfactory with high incidence of side effects
and not uzed clinicaelly:-
Buthelitone, methitural & hexobarbitone.
(3) Compromise with unique advantages & side effects:-

Kethohexitone, enibomal.
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