
yAj/A/vuio U)

dulid; d;l¥1 •■' i i b-b. mV.'» omda;;;a-ID ‘■H
■j

\ , w~
C '. )t ■'.vVJDK if ON MM ALP d: 1 MA 5.; A >’

dOll.T pao/a0 iiM-r.ftT CMA IlbMM CM yoco ;.f) ■;t~- a;

lAMCX PTC-VliC •* AVd X ^ ■" ‘ ' 7 ' '“*>■ J C1 1 J ' . .1)' J r. • ■ 1 > j. 07 AMU
AfDIV ■. IMAM 70k: -C'..0,6"-I C *..• 1 ,t r 7 t AM:
tc. :■: AA. i A / 1 u • fit - ’ . n '-t. - :... .j sj . 1

D'M 11.;; 0. 1- - 'T

:d

gamaal co::xv..or.-*. *i c.:-i cm .'doitA 

A'Acr.* A'..-: ::n

n: 3; X iu’v -A
* ^ j^.‘

bioHiOvCATM/AM 
(Methyler0 chloride;

by
Dr P.G. Mlins 
(Consultant)

2ioi2XiiyrX.5yla

ftipchemlcxl - •••■ ■vM f?

Dichlorcmathaue (CK^Clp) is rapid]y absorbed by tho lungs (70-7A of the 
inhaled vapour), uniformly distributed in organs end rapidly cm re bed via the 
lungs arl in the urine. It is largely excreted unchanged (von Cettiurr.n et al., 
1949; Plley et al., 1-46). Because chlorinated hydrocaibon e..■traction solvents 
can react vith -Hi groups of protein auinoacids, the reaction of dichf or.r.’.r-thane 
with L-cysteine ms studied. The theoretical reaction product is d*snkclie acid 
(l,l--di-(l; l-anir.ocarbo:;/ -2 thioethyj )-ret::are) tilth on acute oral ID-,, of 

>10 g/kg body uoight in mice. Under normal techno]epical conditions practically 
none is found in the extracted materiel (hli.-ner, 1970). Absorbed cicnl or one thane 
is-probably hydrolysed in the live)* to formaldehyde and MCI. Scr.o of it also 
reacts with -SH groups of liver encyr.co e. g. coenzyue A (Kennel and Porterfield, 
1948).

Acute toxicity

Animal Route ^50 “>100 Reference

Mouse inhalation 56 ip.g/l air .. Svirbely et al.,19/7
inhalation - • 14 500 ppm Plury 4 f.°r:d.)c, 1931

i.p. 1.5 mlAc - Klaasser. A Flan,lv66
s.c. 76 ra noles/kg - futob i Plea, 1962

Rat oral 2 sAc — Kliimcr, 1970
oral 1.6-2 g/kg — Dch* Chemical Co., 196

Guinea pig inlsalation - 50 000 ppm Muckolls. 1913
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Animal Pou to U,50 ^199 Reference

Rabbit 01T.1 - 1;9 gAg 6 pec cv, 1956

Dog oral — 3 d/'.g TW'ia aim A be or’, 191/
1-■. - 200 my Am; A ■■ /
i.n. 0.45 .J Ala" :-ar;n H 11: A J

E.a, 2.7 g/H.g Br.r. :..m 1 fjuan.lVp, K

This s' :b:;t race : a ? f ii rv r b’.'. !, v ary a ole tile nave i ic w: i h -n exexterneat
star a, sue," cci'_‘ ,/ : a .11 s uvd do -;a> an I i r.;-card lira A an in rat s (Am..via.-:,
1965; Ellin -b 2 i r'O). )■ ic;. 1 f; m to the I vnsour c sentrat or: for 24 hou r
and their 8 el eve i-.U n v; j, 1 dot or. iued to a-a RmaatoA c notei f. :1. This vs. "
found to bn l:v (Geh r.L_ ■' ? 196 )J • Ad;: ini alien i.p. to :.vic Ci of 1.5 nl/..g produced
albuminuria in 504 of :ub. fis Vi th a dec Tctc: sad Ja? excretion /

\ Flea i Larson, 1365).
Admini51rution i.p. of .■iiO 10 TO to rice J is* 'i no c fleet on R..P rot sr. tica or bGPT
activity. Jiie livers a ape VC 4 n 'slolapical !y no rmal but the 1. idn.-ys showed
occasional!;7 r;: nival recro els of cnr.'olu ted tubules (iCLaassen 1 me; 196b).
Administration s.c. to mi.ce of the L1.),.- ceased r-.c...o prolongation of pentobarbital 
sleeping time, little change in ISP retention with noroul liver histology (ilutob & 
Plaa, 1962).

Oral administration to rats of 11.o m molos/kg by. gnvago had no effect on liver 
glutathione levels (Johnson, 1965).- Inhalation of 5090 pp.:i in air by rats for 
7 hours depressed the activity of ruin as measured on activity drums although nor;.ul 
inspection shoved no obnor.aliiy (Hepcel 1 heal, 1944). Higher levels reduce 
blood pressure and may injure the myocardium (ven uettinren, 1955). Adninistiaiion 
i.p. to dogs of the ID,.,, produced elevation of nGfl in 504 of animals. Ho histo­
logical liver necrosis Aas seen but moderate neutrophil infiltration of the sinusoids. 
Renal histology use nerval (Klaassen 1 Flua, 1967).

Use as anaesthetic in man caused prenarcotie excitement but no other ill effects 
(Grasset end Gauthier, 1950). Excessive inhalation (2300 pun) produces nausea, 
vomiting, also acute bronchitis and irritation of the conjunctiva end nose with some 
anaemia (iioskowitz and Shapiro, 1952). Host commonly drunkenness is produced 
(Patty, 1958). If confined cn the slain it is only absorbed to a small degree but 
causes considerable irritation (Torkolson et al., 1966). The TL7 is 500 ppm 
(Patty, 195S), Spice oleorecins nay hafe 30 ppm and decaffeinated coffee io ppn as 
residue (FDA, 19o7).

Short-term studies

Ra 4-O

Pour groups of 30 male and 30 female rats received either platn water, 44 
alcohol, beer made wiih natural hops and beer made with a hop extract containing 
2,24 dichloror.ctbanc for 13 weeks. However, no residues of dichloromethane were 
detectable in the beer. Ho difference was noted between test and control groups 
as regards haematology, urine analysis, major organ weights, blood chemistry and 
histology except for the expected fatty changes in the linn of the three test groups, 
'flic thyroids of the two test groups on beer had significantly smaller weights than 
the other two gro”ps. He evidence of toxicity appeared in beer made with hop extract 
using dichloromethan? (normnun et al., 196s).
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Groups of bowsiarc reaei/ur by daily r;rvn;,o 0;0.3 rdL or 1 rl. of nav-eous 
solution ovr u.b-uL uo 9, 9,G;'J or 0.1 r aiahlom a-thane for ? rears, lo reverse
flr-linm v.

■'J i ^ ,
^T5]y.ri7Tuics

wit!, rep .rd vo i monr ircio, fortfj. Ity. a.r 0aranee of 
■'alien, y- naral Vehavtwr, weight pair*, macroscopic and raicrusoopic 
major or-, hn£.ruiol:(g/‘, oer.on proteins and urinalysis (Idslayer,Ifca)

114-111 Juki

K-ata, rabbits. docs and guinea pigs were ewmosed to dichlorcuathane up to 
5000 r.pn for \ drying tvriods up to 6 r.cjvlh?. 1c serious adverse effects were 
seen except for occns/ioral pulmonary o ad era -with focal necrosis and fatty 
defeneration of the liver.. Reproduction was unaffected (Keppel et al., 1944).

Rabbit shin was treated with 0.5 g/kg for 5 clays per week for 90 days wit heut 
any adverse effects (Dow Cha.vical Co,, i960).

1444411111:114:40:411

4 hmnn subjects had the slain of their thurra iiumrrvi in nsthylcnechloride 
for .90 r.inuta a. the neon peak alveolar concentrat‘d on;!--uring exposure was 3 ppn. 
This fell to 0.7 ppm 2 hours after the corposurs (btc-uart 1 Dodd, 1964).
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