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18 ACETANILID, ANTIPYRIN, AND PHENACETIN.

Out of the 368 cases in which the dose of acetanilid administered
to adults was stated, the poisoning was caused by doses of 5 grains or
more in 331, or 89.9 per eent; with antipyrin the ill effects were
caused by doses of 10 grains or more in 89.7 per cent of the cases,
while with phenacetin the toxic effects were caused by doses of 10
grains or more in 67.8 per cent of the cases, and by doses of 5 grains
or more in 93.2 per cent of the cases.

In 85.7 per cent of the cases the poisonous effects of acetanilid ad-
ministered to children were caused by doses of 2 grains or more; with
antipyrin the ill effects were due to doses of 3 grains or more in 85.7
per cent of the cases, while with phenacetin no ill effeets were re-
ported to have resulted from doses under 2 grains.

Question 13.—CGwe Brier History or Cases ObBsgrveEd BY You, OMITTING
IErars.

The information submitted in answer to this inquiry is given in
connection with the replies to the remaining questions,

QuestioNn 14.—Have You Orservep ANy Cases oF Hapirvan Use oF ANY OF
Tueseg DEUGE ok oF ANY DI'REPARATION CONTAINING THEM?

An endeavor was made to obtain information with regard to the
extent to which these drugs are used habitually, as 1t has long been
known that acetanilid, antipyrin, and phenacetin are habit-forming
drugs, particularly acetanilid. The habit is acquired in most in-
stances through the use of the remedy without the supervision of the
physician for the relief of minor aches and pains, especially headache.
These affections are usually of a recurrent character and, the remedy
exerting but a palliative effect, the dose after a time must be repeated
and in time the patient may become dependent on the drug. Further-
more, the prolonged or habitual use of these agents tends to produce
an impaired condition of the general health which, as in all such
cases, is accompanied by a lessened resistance on the part of the
body to disease. Under these circumstances the affection for which
the remedy was originally taken assumes greater proportions than
ever, and as a result there is additional eall for the drug. Thus a
vicious circle is established—more drug, impaired bodily health,
lessened resistance, more pain, more drug.

It has been said that in its baneful effects on the system and in
the diffienlty which is experienced in giving up the use of these
drugs in many instances, the habit ranks as an evil with the opium
habit. Whether this is true or not, there can be no reasonable doubt
that their prolonged or habitual use is decidedly harmful to the sys-
tem. In spite of this fact, the habitual use of these agents is spread-
g among the people and it is becoming more and more apparent
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QuesTION 18.—GIvE A BRIEF CLINICAL IHisTory or Hacn Cask.

The information submitted in answer to this question is embodied
in the data presented in the preceding pages.

AN INQUIRY REGARDING THE IMPORTANCE OF ILL EFFECTS OF
THESE AGENTS, CONDUCTED BY THE BRITISH MEDICAL ASSO-
CIATION.

In 1894 a committee of the British Medical Association known as
the * therapeuntic committee,” of which Dr. D. J. Leech was chair-
man and Dr. William Hunter honorary secretary, conducted an in-
quiry with regard to * The importance of the ill effects which ocea-
sionally attend the use of the three chief antipyretic and analgesie
agents, phenazone (antipyrine), acetanilide (antifebrin) and phen-
acetin.”  For the purpose of this investigation a letter of inquiry
was sent to medical practitioners in Great Britain requesting infor-
mation based on personal experience with these drugs. The replies
received in answer to this letter furnished much valuable information
and the report of the committee * contained descriptions of a number
of cases of poisoning. The following summaries are taken from the
report of the committee, and contain information with regard to the
prineipal effects noted by the different observers.

I effects from the admdinistration of acetonilid, antipyrin, and phepacetin, as
observed in Great Britain,

[When the actual dose which oceasioned the i1l effect is not stated, the usual dose
employed by the obzerver is ziven within parentheses. |

e — - = —

Nature of ill effects. Graing adminiztered.

ACETARILID,

Alarming c0llapse More than OO0 i qcuwreie s aiaioa s s sasn s o s {4}
Excesive sweating, eyanosis, fecbleness of pulse, and partial collapse,
A ey e T e L e e e o (2 to &).
e R e L e e s [ {2 Lo 10).
Erannals Rt o osEaEioma L L oEis i R e m e e T R | 7 every 4 hours,
Cvanosis and collapse, once afteradouble dose, ... ooeeeciena. L. { (1),
[ R e b e L e e e {6 L 107,
Cranosis and collapse in Ome OF TWO COBES & ... o iveen i onsncerrnnnsnns Mot stated,
Granosaand depresdon - 0 Do L T R e | {hY.
R | (10).
O e s S e ST e P S B S Re [ 7
Chod] A peier e el s St S s s L AR e ]
Collapse after continuous dosesof T Eraing .. .oooeee oo ioeoeeo., {
b e AT e I AR S s D s T IR B B S L e [ (2
Ullﬂll.]l& perspiration and depression R {
L e T e e S e e e

L
L e e oo T
Bepresslon ... .l
Falpitadionand collapee <. . ouoioaac, oo oL bl i
Bevere cyanosia after 2 dosesof 10grainseach ... _..._.......
T e e SR
Cyanosis, profuse perspiration, and partial collapge. .......coooeeunnn..
ﬂ}fulll}ﬂsiaﬂnd{:u]lame..,...........“...._.....,,,,.,,,........ H
R

e

e B TR e P S s 7 R

L e e P
Collapze in phthisis even after 2eming . ... .. ... oo™

Alarming collapse in a child by a second dese. . s, |

@ Brit. Med. J., London, 1894, 1: 85,
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The total number of cases of poisoning herein deseribed is 207 or
more, reported by 177 observers. The exact number of cases can not
be determined with accuracy, inasmuch as some of the authors refer
to the number of eases observed by them under such indefinite terms
as “several,” “many.” “a few,” etc. The number of cases reported
for each year is set forth in the following table:

Cases of acctanilid poizsoning recorded, TRS6-1007F,

Percent- || Fercent-
age of | age of
toinl | total

= [ Mumber | mumber || Year Number | number
Year. [ of enzes, | of cases : of cases, | of cases
| by the by the
[ thres three
i agenis. || apents.
| ' :
s e s n s e S e e ] a0 | | | e e s e s e s e 3 1.0
1 b o g A R s S S o4 | 315 || 1893, 2 .
LR AT I B T 2 ' 21 i L0005 e e pa s 5 .6
N S A R | a5 7.7 || 19017 b 2.0
S e S ] e a0 || 1902 2 i
BB s e i 5.0 || 1903 4 1.3
R e e T e e | 5 B | Pl L L L) = 1 -
L A e R SR 5] 1,6 || 1906 L] 50
Pl b o s S P TS T 2 3 (18 TG - 1% G
1845 i 2.0 || 1907. | 5 2.6
1506 ... iy 6.7 Il -
1897 .... 4 1| 1) | e R R e b ] [

Of the total number of cases recorded, 114, or more than one-third
(38 per cent), were reported during the year and a half following
the advent of acetanilid as a medicinal agent in Angust, 1886, and
185, or more than one-half (62.2 per cent), were 1t-pmlu1 ﬂurmg the
first four and a half vears of its history. The ocenrrence of so large
a proportion of the eases during this period was undoubtedly due in
part to the faet that at this time the toxic properties of acetanilid
were not understood and its possibilities for harm were not known or
appreciated. This is shown by the fact that it was at first used almost
entively as an antipyretic in febrile diseases and was administered
rather freely to sthenic and asthenie patients alike, to those suffer-
ing from debilitating diseases like typhoid fever, as well as to robust
patients suffering merely from minor aches or pains. The results of
this free administration were disastrous, and the number of instances
in which death was hastened by ill-advised use of acetanilid during
the early years of its history can only be surmised. After the drug
had been more thoroughly studied, however, and after its injurions
effects in many cases had been brought to the attention of the pro-
fession, partly through personal experience and partly through re-
ports published in the medieal press, its possibilities for harm came
to be more fully appreciated and it was used more and more con-
servatively, particnlarly in asthenic cases. As a result, the number
of cases of poisoning fell off rapidly and during the thirteen years
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of collapge appeared. The ointment was discontinued and the symptoms gradu-
ally disappeared.

The symptom which appears most frequently in the recorded cases
of poisoning by acetanilid is eyanosis.  With but very few exceptions
it is a constant symptom, the depth of the discoloration ranging from
a mere dusky hue of the skin or mucous membrane to a color which
is deseribed as * blackish-blue ” or even * black.” This symptom was
observed from the first and even in Cahn and Hepp’s original article,
which marked the advent of acetanilid in the world of medicine,
cyanosis is casually mentioned as a side effect of the administration
of the drug. At that time but little significance was attached to its
occurrence. We now know, however, that it is an exceedingly un-
desirable symptom, inasmuch as it is due to a deterioration in the
quality of the blood caused directly by the presence of decomposition
products of acetanilid. Accompanying the cyanosis there was ob-
served 1n most of the cases prostration, which varied in degree from
mere depression of the bodily functions to actual collapse.

In addition to these symptoms there were observed in many
instances vertigo, faintness, lividity of the face. a pinched and
anxious expression, dyspnea, excessive restlessness, inereased perspi-
ration, coldness of the extremities, rapid and feeble heart action, and
in severe cases, stupor or ecoma. The oceurrence of an eruption on
the skin is mentioned in only a very few of the recorded cases. This
is also true of disturbances of vision and of the functions of the
kidneys.

The habitual use of acetanilid is specifically mentioned in 32, or 10.7
per cent, of the recorded cases of poisoning. This gives no conelu-
sive information, however, as to the actual extent of the acetanilid
habit, inasmuch as only those instances of habitual use are recorded
in which the ill effects were probably so severe as to cause the patient
to seek the advice of a physician. A consideration of the relative
number of eases oceurring in different years is of value, however,
and shows a marked increase in the number of cases of habitual use
during recent years, as indieated in the following table:

Cazes of kalitual wee of acefanilid reporied, 18901007,
[No eases reported for the years omitted. ]

Percont- Percent-
: ape of to- ageof to-
Number | tal num- Number | tal nmum-

Year, of cases | ber of Year. of cases | ber of

reported, | cases of reporied. | eases of
labitnal habitual

I lse, use.
o —| B | 111
152 | it n T e T i T 1| =18 P | b R R S 4 1250
i1 R e s 2 | 624 || 1908 - B i3 5 15. 60
L300, ' 2 6.24 || 1906 .. R 13 40. 62
.......................... 1 P L | e R
i TG PR T R i 1 512 : 3 2 bl
I*H'LTE.. = = --i 1 3 l“I | Tﬂt“l---'--..v - - 32 ------ -
1
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Liérixe, I, Sur Paction de Maeetanilide (antifébrine). Semaine méd., Paris,
1886, 6: 473,
Doses of more than 7.5 graing of acetanilid, continued for several days,
caused eyanosis of the face and extremities.

Movisser. Note sur Pemploi de 'acétanilide dans le teaitement de la fidvee
typhoide. Lyon méd., 1886, 53: 3040,
Three out of seven eases of typhoid, treated with acetanilid in doses of

-

7.0 zrains, presented symploms of cyanosis,

tese, ., ¥or Wirkung des Antifebrin,  Deutsche med. Woehenschr.,, Berlin,
1586, 12: 835.

Cyanosis of the face and extremities appeared in several ecases, particn-
larly in phthisis, following the use of acetanilid. In two cases of pnen-
monia and one of typhoid the pualse became weak and frvegular.  Collapse
orenrred after a single dose of 11.5 grains of acetanilid in a case of phihisis.

155%.

Baver, F. M. The dangers of antifebrin. Therap., Gaz., Detroit, 1887 (3),
30 TRs,
Aunthor had several times seen eyanosis prodoced in women by three or
Tfour doses of 3.75 grains of acetanilid,

Bid, 5. Az acetanilid (antifebrin) hatisirol, Gyogyiszat, Dudapest, 1887,

27: 217. (Transl. Abs., Pest. med.-chiv. 'resse, Budapest, 1857, 23: 446.)

(1) Ingestion of 7.5 graing of acetanilid was followed by a severe rigor

and an irvegular, small pulse. (2) After ‘taking acetanilid for eleven

days the patient presented the same symptoms as in ease 1, and, in addition,
clonie convulsions of the lower extremities.

Borosxyin, L. Az antifebrin mint eskorellenes szer. Orvosi hetil,, Budapest,
1887, $1: 1663, (Transl. Abs, Pest. med.-chir. Presse, Budapest, 1888,
24: 103.)

Aunthor observed cyanosis in all eases of epilepsy treated with large doses
of acetanilid.

Bovrrom, I'. Antifebrin. Brit. Med. J., London, 1887, 1: 761,

On two oceagions marked prostration followed the administration of 15-
grain doses of acetanilid to fechle patients,

Cavipwerr, . M. Antifebrin in the treatment of phthizsis. Med. Ree., New
York, 1887, 31 426.
Cyanosis of the lips and finger nails was noted in 2 cases out of 30
treated with acefanilid, in 7 to 10-grain doses.

DEMigvicie, I De antifébrine comme nervin. Rev. méd. de la Snisse Rom.,-
Gendve, 1887, Vi@ 305,

(1) In an aleoholic epileptic, 51 years of age, 7.5 grains of acetanilid
three or four times a day eaused delivinm and hallueinations, (2) Several
1h-grain doses of acetanilid cansed lachrymation and a prickling sensation
about the eyes,

Dorr.  Mittheilungen ans der Praxis.  Deuntsche Med.-Zte.. Berlin, 1887, 8: S17.

Ingestion of 25 pfennigs’ worth of acetanilid, about 1.5 tablespoonfuls,

in two portions in cloge suecession was followed in about three hours by
vomiting, syncope, and collapse,
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HEiNzELMANN, H. Zur Casuistik der Antifebrinbebandlung. Miinch. ‘med.
Wochenschr.,, 1857, 34: 36,

Ingestion of 8.75 grains of acetanilid was followed in one case by dilation
of the pupils, in another by chilliness and profuse perspiration, and in still
another by weakness of the pulse. In a fourth ease partial deafness and
headache followed the ingestion of 7.5 grains of the drug.

HevsLer, B. Das Antifebrin. Allg. med. Centr.-Ztg., Berlin, 1887, H6: 1074,

In 50 eases of typhoid and pnenmonia treated with acetanilid, cyanosis
occurred in one instance. Average dose, 3.75 grains every six hours.

Huser, A. TUeber Antifebrin. Cor.-Bl. f. schweiz. Aerzte, Basel, 1887, 17:2.

Typhoid. Ingestion of 7.5 grains of acetanilid daily for two days was
followed by a papular razh especially marked on the forehead, forearms,
and hands.  Author had also observed instances in which eyanosis and col-
lapge followed the ingestion of acetanilid.

Jacop, A. Etude clinique sur Iantifébrine on acétanilide. Naney, 1887,

In 72 eases, evanosis was observed in 12 instanees following the ingestion
of 3.75 to 7.5 erains of acetanilid. Collapse oceurred in 2 instances after
the ingestion of acetanilid by typhoid-fever patients; once after the ad-
ministration of 7.5 grains, and again after 3.75 grains. In a ease of hemi-
plegia, a dose of half a drachm was followed by infoxication and nausen
lasting four hours. Three and three-fourths grains produced syncope in
case of a tobercular patient.

JungersMann, F. A, Antifebrin als Febrifugum und Nervinum. Wilrzburg,
-IE;SH-I-
In erysipelas, evanosis was observed to follow the ingestion of doses of 7.5
grainsg of acetanilid.

MacMuLLeN, J. €. On the action of acetanilide. Australas, Med.  Gaz.,
Sydney, 1826-7, 6: 2069,
In at least three cases, a condition closely resembling collapse followed
the ingestion of aceetanilid,

MartusorszeY, A, Tleber den Heilwert des Antifebrin.  Orvos-természettnd.
Ertesiti. Kolozsvir, 1887, No, 1. I{"I‘ﬁ]_lml, Abs, IPest, med.-chir. resse,
Budapest, 1887, 23: 466.)

(1) Cyanosis oceurred in a case of phihisis after the ingestion of 0.75
grain of acetanilid four to five times a day. (2) Typheid. Four doses of
acetanilid, 6 grains each, every half hour causes cyanosis and collapse.

MULLER, J. Meeting of Soc. de méd, de Strasbourg, Jan. 6, 1887, Gaz. méd. de
Sirasbourg, 1887, 46: 35
Administration of 7.5 grains of acetanilid to a patient with erysipelas
9 years of age caused intense cyanosis of the face.

Paval-Vaawa, G, Teber die Wirkung des Acetanilid oder Antifebrin. Centrhbl.
gesam. Therap, Wien, 1887, 5: 4581,

(1) Man, 25, phthisis: Fifteen grains of acetanilid eaused eyanosis and
collapse. (2) Man, 28, typhoid: Three and three-fourths grains caused
cyanosis.  (3) Man, 27, pnenmonia: Three doses of 3.75 grains at hourly
intervals caused profuse perspiration and eyanosis.
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CHaganwow. Ein Fall von Vergiftung mittelst Antifebrin. S, Petersh. med.
Wochenschry., 1588, 14 (N, I, 6): 369,
A dose of 15 zrains of acetanilid night and morning was followed by
eyanosis, nauses, weakness, shivering, and irvegular heart action.

Filkr, E. Eine Antifebrinvergifiung. Wien. med. Presse, 18580, 30: G52,
Bixty-two graing of acetanilid in one dose cansed persistent vomiting,
cyanoziz, shallow and slow breathing, dilation of the pupils, gll. at restless.
ness, muscular twitching, delivium, and coma.

GiepoNs, J. . DPoisoning by antifebrin. Maryland Med. J., 1889, 21: 183,

A drachm of acetanilid taken in one dose cansed cyanosis amd mild eol-
lapse,

GREENE, W. 8. Failure of antifebrin as an antipyretic. Tniv. Med. Mag,
I'hiladelphia, 1888-%, 1: 22
Ten grains of acetanilid =eriously affected the heart in the case of a well-
nourished adult,

Harcr, J. Effects of antifebrine unpon memory. Med. World, PPhiladelphia,
1880, 7@ 423,
Report of two eases in which gradual loss of memory was caused by the
lomg continued administration of acetanilid.

Harey, II. A case of antifebrine polsoning. Weekly Med. Rev., 1880, 20: 371.

Young woman took 4-grain doses of acetanilid frequently for three days.

On the third day she swddenly fell from the chair uneonscions.  Could not

talk at first, and later only with difficulty. The face was blue, skin cold,
amd there was much dyvspnen,

Hexscuey, 8. B, Om = k. kontriir verkan af febermedel. Tpsala Liikaref.
Firh., ]\\\‘a—'!} (4 =), 24: 265, Transl. Abs Schmidi’s Jahrh,, Leipzig, 1889,
l-'-—'g-! 5

Twa eases in which the administration of acetanilid in deses of 11.25 and
S.00 grains, respectively, was followed by a rise of temperature in typhoid
fever patients,

Maunerr, F. Ueher Intoxicationen mit Antifebrin. Memorabilien Heilbronn,
188D (N. F.), 9: 321,

(1} Girl, tuberenlosis: Tngestion of 6 graing acetanilid was followed by
profuse perspivation, liviaity, and eyvanosis. (2) Youth, 16, headache: In-
gestion of 15 graing acetanilid in 2 doses with a1 half-hour interval was fol-
lowed by cyanosis, clammy perspiration, aceelerated respiration, and rapid
heart action.

MarEcuavx., Ein Fall von acuter Antifebrinvergiftung. Deutschie med. Woch-
enschr., Leipzig, 1850, 15: 845,
Child, 5 months old, was given 3.75 grains of acetanilid. In two and a
half hours there was unconsciousness, cyanosis, and collapse,

Meyer. Fall von Antifebrin-Intoxication. Allg. Med. Centr.-Ztg., Berlin, 18389,
D81 805.

Girl, 13, headache: Ingestion of less than 15 grains of acetanilid was

followed by cyanosis and palpitation of the heart. On another occasion

10 grains in 2 doses, with an interval of one hour, caused similar symptoms.
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HArTGE, A. Bine Antifebrinvergiftung. St. Petersb. med. Wochenschr,, 1890
(N. F.), 7: 69.

Student who had been drinking heavily took for insomnia teaspoonful
doses of acetanilid from an ounee box until all was taken. Symptoms re-
semhbled those of anilin poisoning. Recovery was probably due in part to
the fact that the stomach contained so much liguid.

Hatron, J. B. Some untoward effects from antifebrin. Med. Surg. Reporter,
Philadelphia, 1890, 62: 372,
(1) Boy, 16, typhoid: Administration of 4 grains of acetanilid was fol-
lowed by eyanosis and collapse. (2) Man, 52, sciatica: Two 4-grain doses
of acetanilid four hours apart cansed cyvanosis and collapse.

HermArN, E. Beobachtungen iiber die Wirkungen und die Anwendungsweise
des Antifebrins. Dentsche Med.-Zig., Berlin, 1590, 11: 365, 875,
(1) Young woman: Two doses of 15 grains of acetanilid with a half
hour interval were followed by cyanosis. (2) Following the ingestion of
2 dosges of 15 grains of acetanilid the patient felt very weak amnd was prone
to fall asleep whether walking or standing.  (3) Ingestion of 1 drachm of
acetanilid with suicidal intent was followed by great weakness, cyanosis,
and persistent vomiting. (4) Girl. 22, acute rheumatism: The ingestion
of 7.5 grains of acetanilid 3 times daily until 5 doses had been taken was
followed by the appearance of an urticarial eruption.

MoLLoFF. Discussion of paper by Khakanoff, 185D, Trans. Med. Surg. Re-
porter, Philadelphia, 1890, 62: 83.
In two cases collapse followed the ingestion of one T-grain dose of
acetanilid.

MoreHousg, 0. E. Antifebrin rash. Montreal Med. J., 1590-91, 19: 46.

(1) Man, 45, pneumonia: Was given 8 grains of acetanilid, and four
hours later 8 graing more,  An erythematons rash appeared upon the entire
body, lasting =six days. (2) Girl, 19, typhoid: Six grains of acetanilid
caused the appearance of a rash resembling urticaria on face and chest.
Four hours later 5 graing more caus=ed the razh to spread to the arms.
Temperature fell, accompanied by sweating, Rash disappeared after five
days.

PreiNIiNGeR, V. Otrava antifebrinem. Casopis 1ékafi v feskych, 1890, 29: 225,
Abs.,, Sajous, 1891, 5: A-2.
Report of a case of poisoning in which acetanilid appears to have had a
cumulative effect.

Scort, J. T. Some peculiar results following the use of acetanilide in typhoid
fever; report of three cases. Cincinnati Lancet-Clinie, 1890 (n. 8.), 24: 65.
(1} Child, 3 or 4 years old, typhoid: Six grains of acetanilid 3 times a
day caused chills and cyanosis of the entire skin, lasting from one-half
hour to one and one-half hours after each dose. Subsequently 3 grains
caused a chill, and the administration of the drug was discontinued.
(2) Youth, 24, typhoid: Acetanilid, 6 grains 3 times daily, caused on 2
occasions severe chills and profuse sweating. Drug discontinued. (3) Ty-
phoid patient was given from 18 to 24 grains of acetanilid daily. Chills
appeared and increased in number and severity until the patient was
having 4 or 5 a day, Acetanilid was discontinued and the rigors ceased.

s oo T S
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Eastey. BE. P. Fatal case of acetanilide poisoning. (Letter to editor.) Amer.
Pract. and News, Louisville, 1891, 12: 178,

Woman, 22, took by mistake 24 grains of antikamnia, supposed to repre-
sent 18 grains of acetanilid. In a few minutes she was wildly delirious.
She then became unconscious, Death ocenrred about ten hours after
ingestion of the druog. There was deep cyanosis of the entire body.
Autopsy failed to show any lesion as a cause for death.

Hare, H. A. Fever: Its pathology and treatment by antipyretics. Phila-
delphia and London, 1891, p. 89,
A dose of 5 grains of acetanilid caused collapse in a case of typhoid
fever.

Hawrins-AMBLER, (3. A. Antifebrin in typhoid fever. Brit. Med. J., London,
1501, 1: 172

(1) Woman, 49, typhoid: Four grains of acetanilid caused collapse.

(2) Woman, 35, typhoid: A dose of 4 grains of acetanilid caused marked
prostration,

Horrox, F. Prolonged subnormal temperature following the administration of
antifebrin. Med., News, Philadelphia, 1201, 58: 712,
A typhoid fever patient was given 4 graing of acetanilid and three-
fourths of a grain of camphor at 10 a. m., and the same dose at & p. m.
At 6 p. m. the temperature, which had been 104°, was 97°. It ran between
this and 94.6° for forty-eight hours, when it rose rapidly to 104°.

SpeNcER.  Polzoning by antifebrin. Canad. Pract., Toronto, 1891, 16: 163,

Child, 5. whooping cough ;: Ingestion of a drachm of acetanilid taken by
mistake cansed deep cyanosis and slowed respiration.

1882,

Grieg, W. F. The toxic effects of antifebrin complicated with aleoholism.
Med. Rec., New York, 1892, 42: 511.
Woman, 45: Ingestion of 40 zrains of acetanilid within eleven hours
caused marked cyanosis, increasing rapidity of the pulse, swelling of the
tongue, and great restlessness,

J. W. C. Case of acetanilide poisoning. Med. Rev., 8t. Louis, 1302, 25: 412,
Woman, 36, influenza : Took about 40 grains of acetanilid in divided doszes
within four hours. There followed eyanosis of the face and lips, semi-
consciousness, delirinum, and symptoms of collapse.

KroxrFerLp, A, Ueber Antifebrinvergiftung. Wien. med. Wochensehr.,, 1892,
42 1457.
Man, 24: Took 3 drachms of acetanilid with suicidal intent. Within
thirty minutes this was followed by dizziness, nausea, pain in the region of
the stomach, nneonscionsness, and slight eyanosis.

WarrviNge, F. W. Redogirelse for de forgiftningsfall som férekommit A
Sabbatsbergs sjukhus under fren 1879-91. Antifebrin. Hygiea Stock-
holm, 1892, 54 (1) : 238

Reports two cases of poisoning by acetanilid, Both patients recovered.
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1=05,
Bricos. W. A, Poisoning from the loeal application of acetanilid. COeecidental
Med. Times. Sacramento, 1595, #: 5040,

The nse of acetanilid as a dressing for cirenmeision in an infant'l week
old was Tollowed by deep cyanosis, pinched expression, and cold extremities.

Broeere, J. A. Toxie efferts from acetanilid applied topically. Med. News,
Philadelphia, 1895, 67: 664,
The application of acetanilid to the skin of the groins for irritation
calsed cyanosis.

CarMALT, W. H. Toxic effects from acetanilid applied topically. Yale Med. J.,
New Haven, 18D5-06, 2: 131.
Girl. 18: Acetanilid, applied to an uleer every four hours for twenty-four
hours, caused cvanosis,

Husgarn, 8. I, A case of poisoning due to antikammin, Codex Med. Phila-
delphia, 1805-96, 2: 108,

Woman, 40: Ingestion of five powders containing antikamnia, 15 grains
each, was followed by pallor of face, cyanosis of the nose, ears, eyelids,
and extremities, unconsciousness, and symptoms of collapse.

RoseNBERGER, R, . A case of acetanilid poisoning; recovery. Philadelphia
Polyclinic, 1596, 43 4610,

Infant, 16 dayz old : Hemorrhage from umbilicus. Application of a pow-

der of egual parts of acetanilid and borie aeid twice daily for three days

cansed marked cyanosiz of face, lips, fingers, and toes, cold extremities, and

labored breathing.

Savrer, . Cyanotic svmptoms after loeal application of acetanilid. Lounis-
ville Med., Month.,, 1305-0G, 2: 341,

Child, 3 years, eczema of neck: A powder congisting of 1 part aeetanilid
and 3 parts bismuth subnitrate was applied 3 times dally. Second appli-
cation of a new sopply cansed deep cyanosis, with labored breathing and
other evidences of distress. Symptoms followed every application of the
powder.

1=006E,

Acetanilid poisoning. Med. Brief, 1596, 24: S6.

Man: Ingestion of eizht doses of acetanilid, 15 grains each, within six
honrs, caused deep cyanosis,

Bicerow, B. Acetanilld poisoning. Med. Brief, 1896, 24: 703,

Ingestion of acetanilid by two patients, both women, caused deep cya-
nosis, black discoloration of the lips, tongue, intense dyspnea, and complete
prostration,

ErinpLEY, A. E. Antifebrin poisoning., Brit. Med. J., London, 1896, 2: 653.

Woman, 33: Admitted to hospital for spinal disorder, Skin and mucous
membranes cyanotic. Had been taking kaputine powders secretly for a
year. The powders were found to consist mainly of acetanilid. Upon
withdrawal the ecyvanosis disappeared.

-

Bropwax, B. H. Toisoning by acetanilid and bismuth. J. Amer. Med. Asgroe.,
Chicago, 1896, 26: 788,

Six cases of eyanosis in children under 18 months of age following the
adminigtration of acetanilid,







40 ACETANILID, ANTIPYRIN, AND PHENACETIN.

SciFer, Go B, A case of acetanilid poisoning. Therap. Gaz., Detroit and Phila-
delphia, 1807, (3). 13: 3060,

Woman, 21: Took a little acetanilid on the end of a spoon twice, and
then a teaspoonful. This was followed by vertigo, faintness, cyanosis, semi-
consciousness, and symptoms of collapse.  There was suppression of urine
mntil noon of the following day.

Swow, I, M. Acetanilid poisoning in a newly horn infant ; Abzorption from the
umhbilicus. Med. and Surg. Heporter, Philadelphia, 1897, 76: 794,
Application of about a drachm of acetanilid to the nmbilicus of an infant
T days old cansed deep eyvanoziz and symptoms of collapse. The child lost
1 pound in three dayvs.
156,

Barrotr, P. V. Unusual symptoms folloawwing the administration of antifebrin.
Med, News, New York, 15898, §2: 791,
Man, 15: Ingestion of 10 grains of acetanilid was followed by the ap-
pearance of a general eruption, regembling that of searlatina, with intense
itehing, irregularity of the pnlse, and a sense of impending danger.

Browr, P. K. A fatal case of acetanilid poisoning. *acific Ree. Med., and
Surg., San Francisco, 1895-99, 13: 197.

Man, 37: Brought to hospital thirty-six hours after he had taken 50
grains of acetanilid within a few hours. Was kept alive nine days. Fre-
guent vomiting, general hyperesthesia, deep cyanosis of lips, gums, and
extremities, inereased reflexes, lowered blood pressure, the pulse rate
steadily rising until just before the end. All the symptoms of collapse.
Progressive destruction of red corpngeles to 1,116,000, with iﬂ- per cent of
hemoglobin on day of death. Leucocytosis. Alkalinity of the blood re-
duced 50 per cent. Hemoglobinoria began twenty-four hours after inges-
tion. Suppression of wurine three days before death. Acute diffuse
nephritis. Hemorrbhage from infestines. Acute progressive jaundice.

BueHLER, . V. Case of acetanilid poisoning, Atlantic Med. Weekly, Prov-
idence, 1808, 9: 276,

Man, 21, burn of entire back: Application of not more than 1 to 1.5
drachms of acetanilid was followed by cyanosis, unconsciousness, and
collapse,

1290,

GiLamore, A, W. Acetanilid habit. Philadelphia Med. J., 1809, $; 1423,

Woman, 558: For pain and insomnia took acetanilid regularly for twenty
months. At first she took 2.5 srains at a dose, but cradunally inereased it
to 10.

Wescorr, T. 8. A ecase of acetanilid poisoning from external absorption in an
infant, Pediatrics, New York, 1899, 7: 539,
Application of a dusting powder consisting of acetanilid in the folds
of the groin and thighs for chafing, eaused deep cyanosis,
1900.

Giaixes, G. W. A case of acetanilid habit. New Orleans Med. and Sur
: 1{"-.“:."19['1. 53: 3‘}1 : 5 g! 'ITrp.

Adult negro: Had been taking acetanilid for rhenmatic Hiin for four
years, and recently had been taking as much as 2 ounces each week.
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19053,
Har, J. N. and MeGraw, H. IL.  Chronic cyanosis from acetanilid poisoning.
Boston Med. and Surg. J., 1903, 149: 626.

Man. 50: Habitual use of acetanilid, 30 to 40 grains daily. for six months
caused a loss of 20 pounds in weight, cyanosis of face and mucons mem-
branes. deterioration in the quality of the blood, and marked general
weakness,

Luce T. W. The acetanilid habit—Report of two cases, Amer. Med,, Phila-
delphia, 1903, 6: 502,

Two cases in which the habitual use of acetanilid by women caused
eyanosis, einaciation, general debility, and invalidism. In the case of one of
the patients there were convulsive seizures.

STENGEL, A., and WaITE, C. Y. A report of a case of chronic acetanilid poison-
ing, with marked alterations in the blood. Univ. Penn. Med. Bul., 1902-3,
15 462,

Woman, 25: Habitnal use of acetanilid for about seven years caunsed
eyanosis varying in degree according to the amount taken, deterioration
in the quality of the blood, and general debility amounting to invalidism.

190
Erumguist, A. G. J. o stor Dosis Antifebrin. IHosp-Tid, Kjibenhavn, 1904,
4. ., 12: 350.

Recovery followed the ingestion of 120 grains of acetanilid taken by a

woman with suicidal intent.
1905,
M:Lrﬁ:, J. L. Poisoning by orangeine. J. Amer, Med. Assoc, Chicago, 1905,

i 1954,

A young woman, physically sound, had been taking orangeine powders for
several weeks for insomnin. IHer family noticed that she was cyanotic and
sent for a physician, who found deep cyanosis of face, lips, and extremities.
Bhe swvas also faint and chilly. Had taken 6 of the powders within eight
hours. Her family promised that she should obtain no more, but three
dayz afterwards she was found dead in bed in the morning. Coroner's
verdict: “ Death was from the effect of an overdose of orangeine powders
administered by her own hand, whether accidentally or otherwise un-
known to the jury

Proeasco, E. B. Acetanilid poisoning. New York State J, Med., 1905, 5: 318,

(1) Man, 25, suffering from an attack of typhoid: Five-grain doses of
acetanilid every three or four hours cansed cyanosis and prostration.
(2) Girl, 13, influenza: Acetanilid in S-grain doses every three or four
hours caused cyanosis and prostration. (3) Woman, 30: Ingestion of
antikamnia tablets cansed cyanosis and eollapse. (4) Man, 33 : Ingestion
of 10 migraine tablets, each containing 2.5 grains of acetanilid, between
10 a. m. and 2 p. m., was followed by deep cyanosiz and collapse.

STENGEL, A. Chronie acetanilid poisoning: veport of two additional cases,
J. Amer. Med. Assoe., Chicago, 1905, 45: 243,
(1) Man, 38: Habitual uze of acetanilid in the form of cephalgin for
a year caused progressive loss of flesh and strengih, somnolence, eyanosis,
increasing weakuness, irritability of temper, and irregular heart action, the
pulse becoming rapid on slight exertion. (2) Woman, 27 : Habitual use of
about 20 grains of acetanilid daily in the form of headache tablets eaused
progressive logs of health and strength, with ecyanosis, dyspnea, headache,
palpitation of the heart, increasing rapidity of the pulse and respiration
especially on exertion, and deterioration in the guality of the blood.
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Herpick, J. B., and Irons, E. E. Chronie acetanilid poisoning with report of
a cage due to absorption of the drug from an ulcer of the leg. J. Amer,
Med. Assoc., Chicago, 1906, 46: 351. '

Woman, 50: For seven years had applied acetanilid to a large uleer of
the lez. During this time she suffered from general nervousness, mental
depression, weakness, dyspnea, cyanosis, and palpitation. Suodden with-
drawal of the drug caused maniacal excitement, proving addiction. Liver
and spleen enlarged. Blood showed secondary anemia. Urine dark and
gave test for paramidophenol. Gradual withdrawal of acetanilid. Re-
COVErY.

MogcaxN. W. 0. Bemarkable dosage. Awmer. Med., Philadelphia, 1908 (M. 8.},
1: 245.
The ingestion of 47.5 grains of acetanilid three times daily caused
cyanosis,

PuckeTT, (. Acetanilid poisoning. Oklahoma Med. News-J., 1906, 14: 208.
Man, 49: Ingestion of about a teaspoonful of acetanilid in 4 doses at
hourly intervals was followed by vertigo and general weakness. Slept all
night, but the next day he was in bed with intense cyanosis and all
symptoms bordering on collapse.

QuicLEy, . T. Acetanilid in bromo-seltzer. J. Amer. Med. Assoc., Chicago,
1906, 46: 454,
Ingestion of a heaping tablespoonful of bromo-seltzer by a man caused
eyanosis and symptoms of eollapse,

SuTHERLAND, I, L., Acetanilid poisoning, Med, Seatinel, Portland, Oreg., 19086,
14: 466,

(1) Woman, 34: For six weeks she had suffered from vertigo, shortness
of breath, anorexia, nausea, and severe headaches. Her physician found
her unconscious, eyanosed, and in profound eollapse. Inguiry showed that
ghe had been taking bromo-seltzer for two weeks in tablespoonful doses for
pain. (2) Woman, 32: Ingestion of perfection headeache wafers over a
period of three weeks cansed naunsea and vertigo, attacks of syncope,
cyanosis, loss of memory, and difficulty in concentrating the thoughts.
Pulse, 135, soft and intermittent: urine secant, 1.028. Convalescence lasted
two months. (3) Woman, 39: Habitual use of headache powders contain-
ing 6 grains of acetanilid powder each, caused nausea, general nervousness
and debility, cyanosis, and rapid intermittent pulse. (4) Woman, 69:
Case similar to the preceding. (5) Woman, 36: Had been taking bromo-
seltzer in tablespoonful doses for headache for two months, Collapsed in
the street. Symptoms resembled those in preceding case.

TYreeLL, J. B.  Acute acetanilid poisoning, J. Amer. Med. Assoec., Chieago,
1908, 46: 955,

Man, 52: Ingestion of one-half teaspoonful of acetanilid was followed
by intense cyanosis, syncope, and collapse.

1907,

Dunsluﬂw. %- A case of poisoning by antikammia. West l‘:unﬂuu Med. J., 1907,
: 223,
Man, 54: Took twelve 5-grain tablets of antikammia at night. He was
found in bed the next morning and was at first thought to be dead. There
was an intense degree of cyanosis and severe symptoms of collapse.
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ANTIPYRIN.
INTRODUCTORY RESUME.

In the following bibliography of poisoning by antipyrin an attempt
hias been made to elassify the cases according to the pathological
effect produced. Thus, under the heading * Cutaneous Eruptions ™
there are grouped the cases in which symptoms of the skin appear
from the published reports to have played the most prominent and
important part in the history of the cases. This method has been
adopted because it gives more information with regard to clinical
history than the mere title of the published report would convey,
and because it has been found to be impracticable to publish a full
abstract of each recorded case of poisoning by antipyrin. It will
readily be seen, however, that nothing approaching accuracy can be
cecured in this way. In some of the eases no one symptom or group
of symptoms appears from the published reports to have stood out
very prominently in the clinical picture. What appears to have
been the most important feature of the case is often attended by
symptoms in other parts of the body which are almost 1f not equally
important. Thus many of the skin cases present in addition to
the cutaneous symptoms marked systemic depression or abnormal
svmptoms of the kidneys, the digestive tract, or of other parts of
the body. Likewise, the cases grouped under the heading * Col-
lapse ™ often present also cutaneous or other symptoms. In spite
of the difficulty of classifying the cases accurately, however, it is
believed that the method possesses distinet advantage over a mere
alphabetical or chronological classification. The references are ar-
ranged alphabetically and chronologically under each heading.

The total number of cases of poisoning by antipyrin herein re-
corded is approximately 488. As already stated, it is practically
impossible to determine the number of cases with accuracy, owing
to the indefinite character of some of the reports. The cases were
reported by 209 observers. Of the 488 cases 10, or about 2 per cent,
are reported to have resulted fatally. The distribution of the re-
corded cases by years from the time of the introduction of antipyrin
as a medicinal agent, in 1884, to the end of the year 1907, is shown in
the accompanying table.

Cases of antipyrin poizsoning reported annuelly,

; Number | Number ; Number | Number J: Number | Number
Year, of cases | of ob- Year. of cases | of ob- I ¥ear. of cazes | of ob-
reported.| servers. reported.| servers. | reporied.| servers.
—_———— - - —— -_l ----- .
2 19 || 1888........ 1 | 10 || 1002, .......| 1 4
8 Cop | RS 16 16 |1 1805 .ot 8 8
18 18 || 1895........ o 17 11904 ....... 7 6
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the drug had been taken in fairly large doses for days. Whether they
appeared early or late, the symptoms nsually came suddenly and lasted
only a few hours, with the exception of two or three cases, when they
continned for several days. In not a few instances their disappear-
ance was followed by desquamation. The distribution of the erup-
tion presented many variations. In some of the cases it appears to
have affected the skin of the entire body, while in others it attacked
only a comparatively small area—for instance, the back of the hand
or knee. In the mild cases the eruption was a mere erythematous
blush, causing, however, much discomfort; but in the severe cases
the skin was red, swollen, and hot, and the sensation of heat and iteh-
ing was distressing.

Besides an eruption, the skin manifestations in poisoning by anti-
pyrin included edema. The swelling in most cases affected first the
face, especially the skin around the eyes, and the statement frequently
oceurs in the reports that the patient’s face became so swollen that
he was unrecognizable. The swelling in not a few instances involved
the skin of the entire body., Cyanosis was observed in only two or
three cases, and pruritus without the appearance of a rash in a very
few instances,

18541,

ALExAaNDER,  Fweiter Bericht iiber die Wirkungen und XNebenwirkungen des
Antipyrins. Breslau firztl. Zts, 1384, 6: 160,
Four cases of typhoid fever in which the administration of antipyrin
was followed by the appearance of an eruption.

",
Bienscuowsky, E. Beitriige zur Antipyrin-Behandlung. Breslau. iirztl. Zts.,
1554, 6: 193.
Two cases of typhoid fever in which the administration of antipyrin

was followed in one case by an erythematous eruption and in the other
by collapse,

Canpx, A. Ueber Antipyrin und Antipyrinexanthem. Berl. klin. Wochenschr.,
1884, 21: 569. :
Two cases, one of typhoid fever and the other of phthisis, in which the

ingestion of antipyrin was followed by the appearance of an erythematous
rash.

DeBovE, cited by Dexvx, M. Etude sur la valeur thérapeutique de Pantipyrine.
Paris, 1884,

Ingestion of antipyrin was followed by the appearance of a morbilliform
eruption,

Demye, R, Physiologische und therapmltﬁche Beitriige zur Kenntnis des Anti-
pyrins. Fortschr. d. Med., Berlin, 1834, 2: 689,

Two cases in children, one of acute rheumatism and the other of typhoid
fever, in which the administration of antipyrin was followed in one case.

by the appearance of an erythematous rash, and in the other by symptoms
of marked depression,
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GIoRGIERL . Bull” eruzione cutanea per 1 uso dell’ antipirina. Gazz, med. ital.
lomb., Milano, 1885 (8. s.), 7: 27

Two cases in which an eruption followed the ingestion of antipyrin.

GUTTMANN, P. Ueber antipyretische Mittel. Berl. klin. Wochenschr,, 1885, 22
401.

In 6 cases out of 207 an exanthematous eruption followed the ingestion
of antipyrin.
Kaarzer, P, Antipyrin bei Phthisis. Deutsche med. Wochenschr., Berlin, 1885,
11: 270.
In 2 eases the ingestion of antipyrin was followed by the appearance of
an exanthematons eruption.

PusiNeLLl.  Ueber Antipyrin.  Deutsche med. Wochensehr,, Berlin, 1885,
11: 145.
In 7 eases of typhoid the ingestion of antipyrin was followed by the ap-
pearance of an exanthematous eruption.

RorrLer, M. F. Note sur Uantipyrine chez les tuberculeux. Lyon med., 1855,
49: 453.
An ernption appeared in 1 out of 5 cases of tuberculosgis treated with
antipyrin.
Roux-SEIGNORET. Sur un cas de fievre typhoide, traité par I'antipyrine. Erap-
tion rubéoliforme an dixidme jour. France méd., Paris, 1855, 2: 921,

Typhoid : The ingestion of antipyrin was followed on the tenth day by
the appearance of a morbilliform ernption, covering the entire body.

SArRTORIUS, . Antipyrin in der Kinderpraxis., Erlangen, 1555,
Child, 6: Ingestion of antipyrin was followed by the appearance of an
exanthematous eraption.

SEcRETAN, [ Antipyrine et rhumatisme. Rev., méd. Suisse Rom., Genéve,
1885, 4: T18.
The ingestion of antipyrin was followed by the appearance of a morbilli-
form eruption, covering the entire body.

BHAaTTUCK, . B. The resalts of the use of antipyrine at the Boston City
Hospital. Boston Med. and Surge. J., 1885, 113: 78
In a small proportion of cases the exhibition of antipyrin was followed
by the appearance of an erupiion.

WeLT, 8. Klinische Beobachtungen iiber die antifebrile Wirkung des Anti-
pyrins und Thallin nebst Bemerkungen iiber individuelle Antipyrese.
Deutsches Arch, klin. Med., Leipzig, 1885-G, 358: 51.

Thirteen out of 122 patients treated with antipyrin developed an ery-
thema.

ZITERE, J. X. Antipyrine. Therap. Gaz., Detroit. 1885 (3. =), 1: 517,
Anthor observed cases in which exanthematous eruptions followed the
prolonged use of antipyrin, :
1s=05. .
Bromriern, J. E. Two ecases of antipyrin-rash. Practitioner, London, 1886,
Sh: 261,
Two cases of acute phthisis in which the ingestion of from 7 to 12 grains

of antipyric 3 times daily was followed by the appearance of an eruption
upon the skin,

FTEE —
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Jozerowicz. On the antipyrin rash. Proceedings of the Kovno Medical So-
ciety, 1886, No. 2, p. 17 (Abs. Lond. Med. Record. 1887, 15: 264).

Two cases of exanthem following the ingestion of antipyrin, one with
and the other without severe itching, :

LEITzZMANN, (3. Eine Nebenwirkung des Antipyrin. Berl. klin. Woehensche.,
1887, 24: 531.

Woman, pneumonia: A dose of 15 grains of antipyrin was followed in
four hours by a chill and vomiting, and later by an eryvthema.

MarTINI, V. Orticaria per antipirina. Boll. d. sez d. cult. d. sc. med. n. T
accad. d, fisioerit. di Siena, 1887, H: 114,

Urticaria and intense itching followed the 1tlgPsfiD|1 of antipyrin.

Pacer, W. 8. Rash produced by antipyrin.  Brit. Med. J., London, 1887, 1: 210,

The ingestion of antipyrin for eight days on an average of 1 drachm
daily was followed by the appearance of a bright red rash.

ScrwArz.  Ein Fall von Antipyrinexanthem. Miinch. med. Wochensechr,, 1887,
34: 59,

Woman, 27, typhoid @ Ingestion of 9 drachms of antipyrin in fourteen days
was followed by a severe chill and then by a morbilliform rash with severe
itching.

SEg, (3. De 'antipyrine contre la douleur. Compt. rend. acad. seci., Paris, 1887,
104: 1085,

Anthor had observed an ernption resembling that of searlatina or uarti-
caria following the ingestion of antipyrin in doses of from 1 to 1.5 drachms

daily.

Sprrz, B, Ein eigenthiimlicher Fall von Dermatitis hervorgerufen dureh Anti-
pyrinbehandlung. Therap. Monatsh.,, Berlin, 1857, 1: 347.

Girl, 20, typhoid : One-half drachm doses of antipyrin were followed by a
morhilliform rash with subgequent desguamation.

Vicror, P. Antipyrin razh. Indian Med. Gaz., Calcutta, 1887, 22: 241,
Boy. 14, typhoid : Between June 26 and July 6 received 500 grains of anti-
pyrin. A vesicular and papular rash appeared over the whole body, and
Insted six days.

WaITEHOUSE, J. 8. A casze of antipyrin poizoning. Med. Ree., New York, 1887,
32: 706,
The ingestion of 7.5 grains of antipyrin was followed in two minutes by
severe rastric pain and soon after by the appearance of an urticarial erup-
tion and symptoms of collapse.

1=585.

Bageeg, (. F. Some toxie effects of antipyrine. Med. Rec., New York, 1888,
33: 14
Ingestion of 15 grains of antipyrin was followed by the appearance of
an urticarial eruption with intense itching. The face was much swollen,
' features being obliterated.
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Macpowarnp, A, Antipyrin and idiosynerasy. DBrit. Med. J., London, 1588,
1: 296.

Girl, typhoid : Ingestion of 3 doses of antipyrin daily for twelve days was
followed by the appearance of an urticarial eraption over the entire body
except the face,

Mamawerr, F. Studien und Erfahrungen iiber Antipyrin. Mittheil. Ver. Aerzte
in Steiermark, 15888, 24: 62,

Author states that he had =een but 1 ease in which a morbilliform rash

followed the ingestion of antipyrin.

Maver, Bul, mém. soc. de thérap., Paris, 1888 (2. &), 15: 33,

Ingestion of 45 grains of antipyrin was followed by an intense urtiearial
eruption ; 7.5 grains taken later cansed swelling of the eyelids and entire
face,

MazzorTi, L. Esantema antipirinico per iniezioni sottocutanee d ‘antipirina ed
ernzione di herpes zoster sopra di esso. Gior. ital. mal. ven., Milano, 1888,
23: 210.

An eruption followed the subeutaneous injection of antipyrin.

Orniver, T. Clinieal experience of some of the more recently introduced drugs.
Lancet, London, 1888, 1: SGS.

A herpetic eruption followed the ingestion of antipyrin taken for nen-
ralgia.

OLrvier, A. Bul. Acad. méd., Paris, 1888 (2 s.), 19: 224,

Child, chorea : Ingestion of antipyrin was followed by the appearance of
an erythematous rash.

Ory. Contre-indications de Mantipyrine, son emploi dans la polyurie, J. méd.
Paris, 18858, 14: 436,

Forty-five grains of antipyrin taken during the day gave rise to a miliary
eruption over the entire body.

Brack, J. J. Antipyrin. TLancet, London, 15338, 2: 1112,

On 3 oceasions the ingestion of a 10-grain dose of antipyrin caused the
appearance of an urticarial eruption over the entire body with itching
and a disagreeable sense of uneasiness,

TiswE. Kruption due i T'usage de antipyrine. J. méd. Paris, 1888, 15: 327

The ingestion of antipyrin was followed by the appearance of a searlatini-
form eruption.

WiLson, J. C. Note on antipyrin as an analgesic. J. Nerv. Ment. Dis., New
York, 1888 (n. 5.), 13: 42,

In two or three instances a transient scarlatiniform eruption followed
the use of antipyrin.

WiNDELsCHMIDT., Ueber die Wirkung des Antipyrin bei der Menstruationseolik,
Allg. med. Centr.-#tg., Berlin, 1888, 47 1029,

Boy, T: A dose of 4.5 grains of antipyrin was followed by the appearance
of an urticarial eruption and high fever. '

e i .
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Lavoy, L. Deux cas dexanthéme par absorption de substances medicamen-
tenses. J. méd, chir. prat., Paris, 1801, 62: 921,

Woman, 45, headache: A dose of 15 grains of antipyrin was followed
by the appearance of a morbilliform rash.

1=0:2,
Caspary. TUeber Arzneiausschliige, Monatsh, prakt. Dermat., Hamburg, 1892,
14: 326.
Five cases in which ernption followed the ingestion of antipyrin.
Eicaaorsr, H. Zur Kennitniss des Antipyrinexanthems. Therap. Monatsh.,
Berlin, 1592, §: 351, :
Two cases of typhoid in which the administration of antipyrin was
followed by the appearance of an eruption,
Fournier, H. Notes pour servir i I'étude des éruptions déterminées par
I'antipyrine. J. mal. cutan. syph., Paris, 1852, 4: 488, :
Four eases in which an eraption followed the administration of anti-
pyrin.
LEmMonxier. Erythéme searlatiniforme di & antipyrine. Ann. dermat. syph.,
Paris, 15892 (3. s.), 8: T34,
An erythema appeared two hours after the ingestion of antipyrin.

LeErovx, clied by FFournier, 1592, p. 480,
In 16 ca=zes an eruption followed the ingestion of antipyrin in chorea.
MorprLrer, J. Znr Kenntnizz des Antipyrinexanthems, Therap. Monatsh,,
Berlin, 1892, G: 580,
A dose of 15 grains of antipyrin was followed by the appearance of an
ervthematous eruption, with swelling of the lips, nose, and eyves.

PeETRINI. Eruption pemphigoide antipyrinigue. Ann. dermat. syph., Paris,
1892 (3. s.), &: 170.
A pemphigoid eruption followed ingestion of antip_-,'fiu.
SsHorr, T. 8. On the toxic effects of antipyrin, Birmingham Med. Rev., 1892,
31: 340,
On three occasions the ingestion of a 5-grain dose of antipyrin was

followed by redness and swelling of the face, the appearance of a gcarlatini-
form rash and the formation of uleers in the mouth.

1263,
C.‘Hném-:, C. P. Rash caused by taking antipyrin. PBrit. Med. J., London, 1893,
» D44,

On four occasions the ingestion of antipyrin was followed by the appear-
ance of an eruption.

FrECDENEBERG, A. Oedematise Schwellung des Praeputinm als Nebenwirkung
des Antipyrin. Centrbl. klin. Med., Leipzig, 1893, 14: 97.

Man, 30: A dose of 7.5 grains of antipyrin was followed by a sensaticn
of burning in the urethra and itching and swelling of the prepuce,

Levisevr. Discussion of Pollitzer's case (15893). New Yorker med. Monatssehr.,
1893, 5: 519, :

A case similar to the one described by Pollitzer (1893), in which 7.5
grains of antipyrin were taken,

SER
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WickHAM, L. Erythéme provogué par U'antipyrine ; pseudo-roséole syphilitigue.
Ann. dermat. syph.. Paris, 1594 (3. s.), 8: 337.

The ingestion of 0.5 drachm of antipyrin was followed by the develop-

ment of 2 roseoln resembling that of syphilis.
1505,

Barnix, Description d'une assez bizarre éruption antipyrigue. Lyon méd.,
1595, 80: 388,
On a number of cceagions the ingestion of antipyrin by the =ame patient
was followed by an eruption of red patches involving the greater part of
the body.

Bavpotin, G Bul. soe. franc. dermat. syph., Paris, 1885, 6: 121,
Two cases in which an itehing eruption followed the ingestion of anti-
pyrim.
BopN, L. Eruptions bullenses emphizoides dues & Uantipyrine, Presse méi.,
Paris, 1805, 1. 487, _
Case in which an eruption followed the ingestion of 15 grains of anti-
pyrin,
DusreviLe, W. Erythéme fixe causé par antipyrine. Arch. clin. Bordeanx
1895, 4: 383,

Each time the patient took 225 srains of antipyrin a red infiltrated
pateh appeared on the left cheelk.

Gastou. Eruption dantipyrine. Méd, mod., Paris, 1895, 6: 271.
Ingestion of 15 grains of antipyrin wag followed by the appearance of
an urtiearial eruption with thé formation of bullae and subsequent ulcera-
tion.

Exicuar, E. Peculiar susceptibility to the effects of antipyrin. Brit. Med. T.,
London, 1895, 1: 1132,
A dose of 10 grains of antipyrin in one case caused the appearance of
an urticarial eruption and in another violent sneezing, swelling of the nose
and throat, and dyspnea.

MoreL-Lavarrnte, A. Placards pizmentés indélébiles conséeutifs 4 un érythéme
antipyrinég récidivant suar place. Ann., dermat. syph., Paris. 1895 (3 s.),
: 325,
The ingestion of 15 graing of antipyrin was followed by an érnption
resembling nettle-rash.

Payne, W. H. Brit. Med. J., London, 1895, 1: 1132,

A case in which 10 grains of antipyrin caused an urticarial eruption
within fiffeen minutes after the ingestion of the drugz.

Ruae, H. TUeber einen Fall von Idiosynkrasie gegen Antipyrin. Charité-Ann.,
Berlin, 1895, 20: 245.
Woman, 35: A dose of 15 grains of antipyrin was followed by a rise in
temperature of 4,5° and the appearance of an eruption.

Russern, W. M. Peculiar susceptibility to the effects of antipyrin. Brit. Med.
J., London, 1895, 1: 1019,
The ingestion of 3 grains of antipyrin (which was vomited almost imme-
diately) was followed by soreness of the gums and the development of an’
eruption upon the body.

|
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MagrTin, Mém. et bul. soe. méd. chir. Bordeaux, 1896, p. 414,

The ingestion of antipyrin in 2.5 grain doses was followed by a general
pemphigoid eruption,

SprgrscHKAa.  Discussion.  Verhandl. deutseh. dermat. Gesell,, 1896, p. 151,
Wien and Leipzig. j
Woman, 34: Took from 15 to 225 grain doses of antipyrin for years.
At present 4.5 grains produce urticaria and edema of the face.

Weeegr, H. W. A case of antipyrin eruption. Lancet, London, 1896, 1: 1562,

Woman, 53: A morbilliform eruption followed the ingestion of 10-grain
powders of antipyrin twice daily, for three weeks.

1567,

CremexT, V. Des accidents dus 4 'emploi de Mantipyrine. Paris, 1807,

Five cases in which an eraption upon the skin followed the administra-
tion of antipyrin, and one in which ingestion of the drug was followed by
marked prostration.

Dransart.. De 'antipyrinisme: Cas d'eczéma bulleux généralisé consécutif
i une faible dose d'antipyrine ; deux eas de contractures musculaires. Echo
méd, nord, Lille, 1807, 1: 144.

(1) Man, 40: Two grains of antipyrin produced a general bullons eczema,
lachrymation, and the symptoms of coryza. (2) In two cases the adminis-
tration of 7.5 to 15 grains of antipyrin was followed by rapid contractions
of the muscles of the legs and arms,

Dusovrcar. Accidents dus 4 Tantipyrine. Méd. mod., Paris, 1897, 8: 103,

On two oeccasions the ingestion of antipyrin produced an erythematous
eruption in the case of a girl,

Earman®, S, Die lokalisirten Erytheme im Allzgemeinen wund die lokali-
sirten Antipyrinerytheme im Besondern. Wiener med. Wochenschr.,, 1597,
47 :1697.
Three cases in which antipyrin caused the development of a skin erup-
tion, in one of which it produced swelling of the right eyelid and itching
and enlargement of the papillie of the tongue.

GoLpscHMIDT, I). Cas d'intolérance execessive pour lantipyrine. Bul, gén.
thérap. (ete.), Paris, 1897, 132: 277.

Young woman, headache: Ingestion of a dose of migrainine was fol-
lowed by itching of the extremities, lips, and eyelids, On the next day
there was swelling of the affected parts and on the third fday blisters ap-
peared upon the hands and feet,

Huger, A. Nebenwirkungen von Arzneimitteln, Cor.-Bl. f. schweiz. Aerzte,
1897, 27: T37.
The ingestion of migrainine in 15-grain doses was followed by severe
cutaneous symptoms and ulceration with the formation of psendo-mem-
branes in the mouth,

Lerovx, C. Pm-lym-u généralisé, stomatite pemphygoide hemorrhagigue,
troubles trophiques des ongles consécutifs 4 I'ingestion d'un gramme d'an-
tipyrine. J. clin. thérap. inf.,, Paris, 1897, p. 606,

Woman, 32: A general pemphygoid eruption with the formation of blis-

ters in the mouth and trophic disturbances of the nails followed the use of
antipyrin.

|
|
|
1

1






62 ACETANILID, ANTIPYRIN, AND PHENACETIN.

1L=00,

D' AULNAY, (. R, Intoxication par la migrainine. Bul. gén, de thérap. [ete.]
Paris, 1809, 137: 857,
The ingestion of 7.5 grains of migrainine was followed by pain in the
stomach, urticaria, diarrhea with tenesmus, burning on micturition, rapid
pulse, and accelerated respiration.

Livinl,

TroisFoRTAINES, . Eruption pemphigoide antipyrinique. Belgique méd.,
Gand. Haarlem, 1901, § (2): 1.
Man, 3%, headache: Two 15-grain doses of antipyrin with a two-hour
interval were followed by vomiting and diarrhea, and the appearance of
an itching searlatiniform eruption.

Lo 2,
Berxarp, J. Aceidents conséentifs & Uabsorption d'antipyrine. Gax méd. Pi-
cardie, Amiens, 1902, 20: 407,
A nervous patient, 35 vears of age, took 10 grainsg of antipyrin and 2.75
graing of hydrobromate of quinine. Purpuric spots appeared upon the

palm, sole, and fingers, followed by desgquamation. There was also redness
of the urethra and glans, with dischargze.

Carposo, A, T'm easa de idiosvonerasia para a antipyrina.  AMéd. mod., Porto,
1902, 9: 250,

Crouzer, B, Sur un case d'idiogynerasie.  J. med. Bordeaux, 1902, 32: 704,

Every time that the author took antipyrin, 2.595 grains, there appeared
on the dorsum of the Jleft hand a red ervthematous pateh, painful on
pressare,

1203,
Craverie, Fruption, érythémato-bullense due @ Fantipyrine. Rev. méd.
I"Afrique du nord, Alger, 1903, G: 2225,
Man. 72, headache: Rix hours after the ingestion of 15 grains of anti-

pyrin erythematons spots appeared all over the body, with the subsequent
development of vesicles amd hullae

Daxros. Eruption i type dérythéme polymorphe produnite par antipyrine.
Bul. soc. frane. dermat. syph., Paris, 1903, 14: 233

On two cecasions the ingestion of antipyrin was followed by nervousness,
insomnia, a skin eruption, and the development of hlisters in the mouth
and upon the renitals.

Dagrer. Antipyrinides. IRev. internat. méd. chirv., Paris, 1903, 14: 362

A bullous eruption upon the dorsum of the hands, and vesicles upon the
auricle and knee followed the use of antipyrin.

NacaroMmri, J. (Antipyrin exanthemata.) Chingai Iji Shinpo, Teokio, 1903,
p. 515,

Rovx. Un cas dintoxication par lantipyrine. Poitou méd., Poitiers, 1908,
18: 18

Woman, 54, headache: Two T.5-grain powders of antipyrin were followed
by dyspmea, and great redness and swelling of the skin of the face and body.

SaisHibo, . (Antipyrin exanthemata.) Chingai Iji Shinpo, Tokie, 1003,

p- 217.
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64 ACETANILID, ANTIPYRIN, AND PHENACETIN.

the intensity of the poisoning. In many of the cases the skin, diges-
tive traet, or other parts of the body presented abnormal symptoms
in addition to those of collapse. Cyanosis, however, appeared in only
a very few instances.
1=,

Hucnarp, Nounveaux faits relatifs § I'action !:tl;t‘silslﬂ;‘:iqlle et thérapeutigue de

Iantipyrine. Bul. mém. soc. thérap., Paris, 1884 (2 =), 11:205.

Child, 7, typhoid: Collapse followed the ingestion of 12 grains of anti-
pyrin. The case resembled one of earbolic-acid poisoning.

IsgaEL. E. Om Antipyrinet. Hosp.-Tid., Kjibenhavn, 1884 (3 5.3, 2: 1129,
Boy, 13, typhoid: Collapse followed the ingestion of antipyrin.

May, F. Antipyrin, das neueste Antipyreticum. Deuische med. Wochensehr,
1854, 10: 390.
Man, 25, pnenmonia : One-half drachm of antipyrin at 7 and S p. m., and
15 grains at 9 p. m. were followed by severe collapse.

1585,

Brore. Death after the use of antipyrin; necropsy. Lancet, London, 1885, ; -
382,

Woman, 35: At 3 p. m., her temperature being 103° and pulse 132 and
feehle, she was given 35 grains of antipyrin, and three hours later one-
half of this guantity. By 11 p. m. her temperature was normal. She
passed a restless night, with diarrhea and vomiting, fell into a condition
of collapse, and died thirty-two hours after taking the antipyrin.

Borot, see Draper, W. II. Med. Rec., New York, 1885, 27: 414.
In 2 cases of puerperal septicemia the ingestion of 1 drachm of anti-
pyrin was followed by prostration and semicoma. The symptoms resem-
bled tho=e of carbolic-acid poisoning.

CossMaNN. Collaps nach Antipyrin. Prakt. Arzt, Wetzlar, 1885, 26: 106.

Girl, 19, typheid: Collapse followed the ingestion of 1 drachm of anti-
prrin in 2 doses, with a two-hour interval.

Favee, . De l'antipyrine dans la fidgvre hectigue des tuberculenx. Lyon,
1885,
Pulmonary tuberculosis. A dose of 225 rrains of antipyrin was followed
by nausea, chills, and coldness of the lower extremities. Later, a drachm
administered within five hours produced a tendency to collapse,

GoTzE. Einige Bemerkungen iiber die Wirkung des Astipyrin.  Berl, klin,
Wochenschr., 1885, 22 145,

(1) Five hours after taking 1.25 drachms of antipyrin in 3 doses the
temperature fell to 96.6°, with cyanosis and symptoms of collapse, A
similar result followed the ingestion of 1 drachm, and later 0.75 of a
drachm. (2) Boy, 14: The ingestion of 37.5 grains of antipyrin in 3 doses
was followed by symptoms of collapse and a fall in the temperature of 9°.

HumpeeT-MoLLIBRE., Discussion of paper by Rollet. Lyon méd. 1885, 49: 472,

Collapse followed the ingestion of antipyrin in the case of an old tuber-
culons woman,

T
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Werci, W. M. Clinical note on the use of antipyrin. Med. News, Philadelphia,
1586, 458: 10.
A single dose of 10 grains of antipyrin administered in typhold fever
produced symptoms of collapse.

1==7,

BernovLLr, Ix. Zur Kenntniss der Nebenwirkungen des Antipyrin., Cor.-Bl f.
i g

schweiz., Aerzte, Basel, 1857, 17: 357.

Woman, 52, rhenmatism: A dose of 15 grains of antipyrin was followed
by mild collapse and vomiting, A month later a similar dose produced
vomiting, cvanosis of lips, dyvspnea, and a searlatiniform eruption.

Brooks, 1. J. Clinical value of antipyretics. Med. Times, Philadelphia, 158687,
17: Ti4.

(1) Bov, 9: The ingestion of 10 grains of antipyrin was followed by
cyanosis and symptoms of collapse. (2] Bymptoms of collapse followed the
ingestion of two 10-grain doses of the drog.  (3) A morbilliform eruption
appeared after the use of antipyrin,

CHEROX, I'. Contribution 4 I'étude du danpger de 'antipyrine. Union méd.,
Paris, 18587 (3. =.), 48: 007.

Typhoid : Collapse followed the ingestion of 15 grains of antipyrin in

two doses with an interval of five hours.

Havs, . I). A caution as to the use of antipyrin. New York Med. J.. 1887,
45 : 100,

Three enses of collapse following the ingestion of antipyrin. One was
a case of acute rhenmatism, and the other two of typhoid fever.

Hempersoxn, R. B, Two ecases of poisoning from antipyrine and nux vomica.
Med. Ree., New York, 1857, 31: 95.

Report of two eases of poisoning, in which both antipyrin and nux vomiea
were administered. Boch were characterized by prostration, and in one
death resulted.

Nolel on collapse following antipyrin. Indian Med. J., Lahore, 1887 (n. 8.),

H T

The ingestion of 10 grains of antipyrin by a soldier to reduce temperature
was followed by cyanosis and collapse.
Jacoey, G. W. Med. Rec., New York, 1557, 32: 551,
Author had seen collapse follow a dose of 20 grains of antipyrin,
Luravp. Contribution & I'étude des dangers de Uantipyrine. J. méd., Paris,
1887, 12: 895,

The ingestion of 15 grains of antipyrin in two doses, with a three-hour
interval, was followed by collapse.

MexpEL. Die Anwendung des Antipyrin bei Nervenkrankheiten. Therap.
Monatsh., Berlin, 1887, 1: 259.

Author had observed collapse following the ingestion of antipyrin in
two cases, :

WEeILL, E., and CHABANNES. Observation de fidvre typhoide traitée par 1'anti-
pyrine et terminée par la mort. Lyon méd., 1887, 56: 426.
Typhoid: The ingestion of 9.5 drachms of antipyrin was followed by
a relapse, during which the patient received 6.25 drachms in seven days.
This was followed by collapse and death.
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15=5.

Barifs, E. Note sur la wvalear comparative de 'antipyrine et dn snlfate de
quinine, dans le traitement de la fiévre typhoide. France méd., Paris, 1885,
2= 1727.

Two cases of typhoid fever in which the administration of antipyrin was
followed by mild symptoms of collapse.

Feneri, . D aleuni fenomeni susseguiti all’ uso dell’antipirina in un easo di
febbre etica. Raccoglitore Med., Forli, 1885 (s 4), 24: 414,
Following the ingestion of antipyrin the patient’s temperature rose to
106.6°, accompanied by chills and syncope.
1==6.
Joumsox, K. Clinieal observations on the aectiom of antipyrin and thallin.
Lanecet, London, 1886, 2: 388,

(1) P’hthisis: Marked prostration followed the ingestion of antipyrin in
three doses of 10, 20, and 20 grains, respectively. (2) Three 15-grain
doses at intervals of one hour caused similar symptoms in a boy, with
the addition of a searlatiniform eruption.

1=287.
GorrMany, . Zwel Beobachtungen iiber Nebenwirkungen des Antipyrin.
Therap. Monatsh., Berlin, 1887, 1: 214,

Report of two ecases of antipyrin poisoning, one characterized by cvanosis
and marked prostration, and the other by an itehing eruption.

SEIFERT, 0. TUebher Antipyrin als Nervinum. Centrbl. klin. Med., Leipzig,
1887, 8: 649, 3

(1) Ingestion of 15 grains of antipyrin was followed by paing in the
extremities, dizziness, and headache. (2) A dose of 15 grains of antipyrin
given at 7 p. m. was followed by a severe buzzing in the ears, which
prevented sleep for several hours.

WEIR, A. . Dangers of antipyrin. Med. News, Philadelphia, 1887, 81 : 166,
A dose of 7 grains of antipyrin was followed in five minutes by roaring
in the ears, lachryvmmation, a burning sensation aboot the neck and face,
precordial distress, and dyspnen. On another oceasion 7 grains, and later,
4.0 graing, produced a similar train of symptows,

1===,
Mavyor, A. Abs, Brit. Med. J., London, 1888, 2: 787,
Author states that he had repeatedly observed instances in which serious

toxic symptoms followed the ingestion of antipyrin in doses as small as
7.0 grains.
Moxon, L. Accidents déterminés par I'absorption d'une faible dose d'antipyrine.
Tribune méd., Paris, 1888, 20: 113.
A dose of 7.5 grains of antipyrin was followed by symptoms of coryza,

dyspnea, aphonia, swelling of the eyvelids, lachrymation, and general weak-
ness, without fever or eruption.

15=09,
Bercer, H. Ueber einen Fall von Antipyrinintoxikation. Therap. Monatsh.,
Berlin, 15589, $: 185.
Ingestion of 15 grains of antipyrin by a patient 22 years of age was fol-
lowed by dyspnea, palpitation, swelling of the face, profuse salivation,

increased secretion of tears, ‘and perspiration, and a feeling of paralysis
which lasted for several days,
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1=51 .

LepixNE. . Sur les accidents produits par Pantipyrine. Semaine méd., Paris,
1504, 14:121,
Woman, 59 : On three occasions a S-grain dose of antipyrin was followed
by enormons swelling of the lips and tongue, coma, involuntary evacuations
of bladder and bowels, and marked prostration,

Svrron, A. Toxie symptoms induced by antipyrin and chlorate of potash.
Australas. Med. Gaz., Sydney, 1594, 13: 43,

Young woman, headache: A dosge of 5 graing of antipyrin was followed

by the appearance of a bright red rash and symptoms of marked depression.

1=016.

ScHeeEL. Ein Fall von Antipyrinvergiftunz. Cor.-Bl. allg. Mecklenh. Aerzte,
Rostock (1896), 1893-97, Nos. 151-187, p. 389,
Woman, 50, headache: Ingestion of 8 grains of migrainine was followed
by swelling of the tongue, upper lip, pain in the eyes and lachrymation,
a scarlatiniform eruption, and marked prostration.

15895,

DucaENKEE. Intolérance excessive pour antipyrine. Méd. mod., Paris, 1897,
8: 147.
The ingestion of 12 grains of migrainine was followed by marked pros-
tration and the appearance of an erythematous rash with the subsequent
development of blisters.

Warrace, F. G. Poisoning by antipyrin; recovery. Lancet, London, 1897, 1:
EUHN
Woman, convalescent from typhoid : Administration of 10 grains of anti-
pyrin in aromatic spirits of ammonia and water was followed by temporary
blindness, a bright red eruption, dyspnea, and great depression.

WEBSTER, I5. Antipyrin poisoning. Brit. Med. J., London, 1897, 1: 458,
Ingestion of 5 grains of antipyrin in a sedative mixture was followed
by great swelling of the face, dyspnea, cyanosis, an eruption, and marked

prostration.
19032,

Serer. . Ein Fall von Antipyrin-Intoxikation. Cor. Bl. f. schweiz. Aerzte,
Basel, 1902, 32: 470,

Woman, 26, acute rhenmatism: After having taken about 3 drachms of
antipyrin in divided doses there appeared edema of the face and a searla-
tiniform eruption with marked depression.

19%«

Lawprievx ET Rovsseav. Intoxication par 'antipyrine. Bul. méd., Paris, 1904,
18: 357.
The ingestion of 0.5 drahm of antipyrin was followed by very intense
dyspnea, swelling and redness of the face, coryza, and prostration,

1907,

AzExma, Sur un cas d'intoxication par 'antipyrine. Toulouse méd., 1907 (2. 8.),
9: 111.

Woman, 42; Six doses of antipyrin of 7.5 grains each within three hours
were followed by vertigo, persistent vomiting, mneonscionsness, and marked
prostration,
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1501,

Dancovrr, (. Tn caz dintoxication profonde par 'ngage immodérd de Tanti-
pyrine. Nord. méd., Lille, 10904, 10: 80,

'atient, 55: Habitual use of 0.5 drachm of antipyrin daily had a detri-
mental effect upon the pervous syvatem, causing abolition of the reflexes
and slizht paralysis.

MOUTI SYMPTOMS,

In these cases the toxic symptoms were exhibited chiefly by the
mucous membrane of the mouth. There was, in most instances, a
burning, prickling sensation, which was followed by swelling and the
development of small blisters upon the tongue, inside of the cheeks or
gums, with subsequent uleeration. In most cases the ulcers healed
kindly. In one of the cases a number of abscesses formed in the
mouth.

1Ss0.
Bovexs, I). C. . Thusual effects of antipyrin., Brit. Med. J., London, 1889,
2: 818.
A dose of 20 zraing of antipyrin was followed by cyvanosis of the lips,
awelling of the tongue, and the development of small unleers within the

ot
1=00,

SaniwceEr, J. . A case of antipyrine poisoning, with the formation of mem-
branes in the mouth, and symptoms of Largngismus stridulus.  Amer. J.
Med. Sel., Philadelphia, 1890 (n. s, 99 450,

Waoman, 53: A dose of § graing of antipyrin wag followed by dyspnea, an
urticarial eruption, swelling of the lips and tongue, coma, and symptoms of
collapse. On the third day a white membrane formed upon the fongue,
lips, and pharyox, and soon after 13 abscezses the size of a chestnut or
smaller developed in the mouth. On two sobsequent oceasions the ingestion
of 5 graing of the drug was followed by similar symptoms,

1251,
Yeigrn. Ein seltener Fall von DBlasenausschlag in Folge von Antipyrin. Arch,
Dermat. Syph.. Wien, 15391, 23: 33.

Man, 33, headache: Ingestion of 15 grains of antipyrin was followed by
itching of the palms and soles, swelling of the lips, and the formation of
blisters in the mouth. Similar symptoms appeared whenever the patient
took antipyrin,

« 1893,

GovriN, E. Des accidents dus & antipyrine. DParis, 1893, p. 59,
Ingestion of 15 graing of antipyrin was followed by swelling and ulcera-
tion within the mouth.
1551
Brascu, M. Zom Capitel der Antipyrinexantheme. Therap, Monatsh.,, Berlin,
1594, 8: 565,
Ingestion of 30 grains of antipyrin was on four oceasions followed by
swelling of the lip with the formation of blisters and the appearance of
white plagues on the tongue,






76 ACETANILID, ANTIPYRIN, AND PHENACETIN.
1 ewiGE,
Levix, K. Zuar Kenntniss der Migriininvergiftung, Berl. klin. Wochenschr.,
1906, 43: T6G,

Ingestion of 15 graing of migrainine was followed by swelling and aleera-
tion of the mucons membranes of the mouth and profuse salivation.

EYE SYMPTOMS.

Under this heading are included the cases in whieh the acuity of
vision was diminished or the sight temporarily lost, and also the cases
characterized by the symptoms of coryza, with swelling of the lids,
lachrymation, and, in some instances, photophobia. The symptoms
in most cases appeared promptly, sometimes, it seemed, almost as
soon as the drug reached the stomach.

1006,
Hotz, F. (. A ease of antipyrin amauresis induced by one hundred and thirty

zraing taken in forty-eight hours. Arch. Ophth., New York, 1906, 35: 160

Man, 33 : Had taken antipyretics for pain for three vears. One hundred
and thirty graing of antipyrin within forty-eight hours cansed his sight
to become dim, and within two days it was lost completely. It retuorned
glowly and in two months he was practically well agzain.

IvouveE, M. Antipyrin keratitis. Ophthalmol., Milwaukee, 1905-6, 2: 615,

Woman, 48: Ingestion of 25 grains of antipyrin in 2 doses was followed
by the development of 41 superficial infiltrations upon the cornea, 25 upon
the right and 16 upon the left. The author also reviews a case reported
by Mizno,” in which ulcers developed upon the cornea as a result of the
ingestion of antipyrin.

GEXNITO-TRINARY SYMPTOMS.

Under this head are grouped the cases in which the toxic effects of
antipyrin were exhibited chiefly in some part of the genito-urinary
tract. The symptoms presented were principally albuminuria, sup-
pression or incontinence of urine, or symptoms of urethro-cystitis.

128,

MitLLeg, F. Beobachtungen iiber Antipyrin, Centrbl. klin. Med.. Leipzig, 1584,
: a6o.

Drowsiness and involuntary micturition appeared in fwo cases after the

ingestion of antipyrin.
1==5.

Havem, H. . Discussion of Mason's paper. (1885.) p. D38,
Infant: Ingestion of at least four 10-grain doses of antipyrin at inter-

vals of half an hour caused vomiting and complete suppression of nrine

for over twenty-four hounrs,

8 Nihon-Ganlkwa-Gaklkwai-FZasshi, 1904, vol, 8, No. 11,
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phenetidin was not fully appreciated, and it was administered more
or less freely in asthenic as well as sthenie affections. This method of
administration resulted in the production of ill effects in not a few
cases.  After the year 1890 the number of cases of poisoning reported
annually was, upon the average, only two or three cases, and the
number appears to have decreased rather than increased as the years
passed. : -

The ill effect which appears to occupy the place of greatest im-
portance in the recorded cases is general systemic depression. This
symptom appears to have been present in 27, or 38.5 per cent, of the
cases. In 12 cases, or 17.1 per cent, it amounted to actual collapse,
and in 15, or 21.4 per cent, it was present in a milder form. Cyanosis
was reported in 345 per cent of the cases, and the comparatively fre-
quent occurrence of this symptom indicates the close pharmacological
relationship which exists between acetphenetidin and acetanilid.
Skin affections of various kinds were noted 1n 30 per cent of the cases,
dyspnea in 14.3 per cent, and disturbances of the funetions of the kid-
neys in 10 per cent.

0
e e e e e e il

ABSTRACTS OF ACETPHENETIDIN (PHENACETIN, CASES.

LS

Korrer, (3. Ddas Acetphenetidin als Antipyreticum. Wien. med. Wochengehr.,
1557, 37 : 868,
In a phthisical patient two doses of phenacetin of 4.5 zrains each within
two hours caused the patient’s temperature to fall rapidly to 95° in the
rectum, with profuse perspiration and a feeling of chilliness,

1858,

Cagsraw, J. H. Phenacetine as an antipyretic. Glasgow Med. J., 1888, 30: 64,

A single dose of 5 grains of phenacetin caused cullﬂpsel in three out of
five tubercular patients to whom the drog was administered.

Carraxi, 3, La fenacetina. Gazz. med. ital. lomb., Milano, 1888, 48 (9 s
vol, 1) 455,
The anthor had ftwice observed hematuria and nephritis following the
ingestion of phenacetin, He had also abserved an acne-like eruption.

]-Iwﬂt:_. H. TUeber die Wirkung des Phenacetin. Therap. Monatsh., Berlin, 15888,
21 160. :
(1) Anemic girl took 1% grains of phenacetin, and after four honrs a
second powder. This was followed by dizziness, shivering, yawning, chilli-
ness, blueness of the nails, and some nausen. (2) Woman, 44: The in-
gestion of 15 grains of phenacetin for headache was followed by chills and
dizziness. (3) Thirty grains of the drug taken by a healthy sindent were
followed by persistent yawning, nausea, insomnia, general weakness, feeble
pulse, and inability to stand, The symptoms lasted for three hours. (4)
Woman, 26: The ingestion.of 15 zrains of phenacetin for headache was
followed in fifteen minutes by chilliness, coldness of the extremities, severe
palpitation, and a sensation of intense fear. The symptoms passed off afte
gix hours, )
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HIRSCHFELDER, L. DBeitrag zur Wirkung des DPhenaceting, Deutsches Arch.
klin. Med., Leipzig, 1585-80, 44: 434,

The ingestion of phenacetin was followed by the appearance of red con-
fluent macules, accompanied by a sensation of burning and prickling. The
syimptoms disappeared on the following day.

Hovrorerer, W. C. Phenaecetine poisoning.  Med, News, Philadelphin, 1889,
55: B85

Woman, 30: Took three doses of phenacetin of 7.5 graing each within
six hours. She passed into a state of collapse, with severe precordial pain,
ereat dyspnea. lividity of the skin, and great restlessness, The cyanosis
persisted for three days.

HorvaTi, A. A'datok a phenacetin hetisihos, Orvosi hetil., Budapest, 1880,
33: 474,  (Abs. Pest. med.-chir. Presse, Budapest, 1859, 25: 1134.)

Report of two cases in which the use of phenacetin was followea by an
eruption upon the skin.

OprriNceER.  Eine eigenthiimliche Nebenwirkung dez Phenacetin, Aerztl, Mitth.
Baden, Karlsruhe, 188%, 43: 110.

The ingestion of 30 grains of phenacetin in two dozes with an interval
of three hours caused edema of the lower eyelids. A few days later 45
grains in three doses caused edema of the face and fingers.

Trirord, F, Ueber die therapeutische Wirkung des Phenacetin und Thallin.
Wien. klin, Wochenschr., 1880, 2: 151, 178,

Aunthor states that in his experience doses of 4.5 grains of phenacetin
had produced deep cyanosizs of the face and hands and profuse perspiration
in children suffering from tuberculosis. In a case of pnenmonia a dose of
4.5 grains caused severe collapse, with cyvanosis. Even 3 grains caused
chills, collapse, and c¢yanosis in two cases in children.

1=090,
CoLciscaoNN. Phenacetin als Antirheumaticum. Deutsche med, Wochenschr.,
Leipzig, 1890, 16: 97.

The ingestion of phenacetin was followed by repeated vomiting, so that

the administration of the drug had to be stopped.

Rirar. Traitement dn rhumatisme aign et biennorrhagigue par la phénacétine a
haute dose. Bul. gén. thérap. (etc.), Paris, 1800, 118: 410,

(1 and 2) In two cases pneumonia and tuberculosis, respectively, doses
of 4.5 grains of phenacetin caunsed profuse perspiration, a tendency to
syncope, and great restlessness. (3) In a case of typhoid fever, cyanosis
followed the administration of large doses of phenacetin. (4) Woman, 65,
articular rhenmatism, with arteriosclerosis: The ingestion of 76 grains of
phenacetin daily was followed on the fourth day by the appearance of
uremic symptoms. There were vomiting, severe dyspnea, fear, and almost
complete suppression of the urine.

TUearpr, A. Sull’ aumento dell’'acido solforico accoppiato nelle urine in seguito

alla somministrazione di fenacetina.  Azione tossica della fenacetina.
Riforma med., Napoli, 1880, 6 (1) : 752

1501,

DeMyE. Ueber die Wirkung und Dwosirung der hauptsiichlisten neueren Anti-
pyretica, mit Beziehung auf das Kindesalter. Therap. Monatsh., Ber]ln.;.
1801, 5: 160,

Author had obsgerved an eruption resembling that of measles, and eyn.-
nosis of the cheeks and mueous membranes in children after the unse D:E
phenacetin,
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