Supplement S3 – Purity of Industrially Produced Agents
Pharmaceutical companies emerged to address the purity and toxicity issues and provide the quantity necessary to meet the increasing demand. Edward Robinson Squibb (1819-1900) addressed the purity of ether.47 Initially not everyone appreciated the purity of Squibb’s ether. In the 1861 Report of Committee of the Boston Society for Medical Improvement, which was investigating the alleged dangers accompanying ether inhalation, two brands of ether were mentioned to be of excellent quality, Powers and Weightman of Philadelphia and Squibb. Squibb’s “is remarkably anhydrous, but possesses an odor harsh… disagreeable, and intensely etherlike… and in the opinion of those who have used it extensively, produces more choking during inhalation. This may be remedied to a certain extent by moistening the sponge from which it is given in water enough of which will perhaps be taken up by the ether to diminish its unpleasant effects.”48 In 1872 Squibb was asked to analyze ether made by a competitor, Powers and Weightman, which was administered to a patient who died during anesthesia. Squibb stated he found “nothing in the character or quality of the ether to account for the death of the man, or even to aid in accounting for it.”48 
The Squibb company produced 200 pounds of ether per day in 1863. John Duncan (1780 -1871) and William Flockhart (1808-1871) were the pharmacists who first produced chloroform of sufficient purity – it was frequently adulterated with alcohol – and in sufficient quantity for Simpson. They expanded their production to such an extent that “… in 1895 three quarters of a million doses are made weekly.”46
[bookmark: _GoBack]Suckling, when evaluating halothane, expressed the following view regarding drug purity in 1957; “… one difficulty in assessing the reliability of reported tests of compounds as anæsthetics is doubt as to the degree of purity of the samples used, which is rarely indicated. One cannot be certain that when undesirable side effects are reported, they are due to the compound under test and not to some undetected impurity… we would not consider a compound suitable for test as an anæsthetic unless it were about 99.95 per cent pure.”24 This quote seemingly criticizes earlier work by Robbins and others because they did not mention tests for purity in their reports.

