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Scheme S-1.

Figure S-1.

Derivation of the median-effect equation as the general theory for the related
theorems. (a) Diagram of merging the mass-action law with mathematical
induction-deduction to derive general equations to create individual methods,
general methods, and computer software. (b) Flow chart showing the derivation of
the multiple drug-effect equation from the single drug-effect equation, and the
derivation of the higher order equation from the first order equation using the
median-effect principle as the common link. f;, fractional inhibition; f,, fractional
velocity that is not inhibited; X, mutually exclusive among inhibitors and NX,
mutually non-exclusive among inhibitors. (Figure updated from ref. 7. Copyright

1991 with permission from Elsevier).

Slow onset of recognition of the MEE? and its CI theory?! during the past three

and half decades by the biomedical communities as shown by (a) Time course of
cumulative citations of ref. 21 during 1984 to August 31, 2010. (b) Citation map
of total citations of ref. 21 by different journals as of August 31, 2010. (Based on

Thompson 1SI Web of Knowledge/ResearcherID).
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b. Quantitative-Analysis of Dose-Effect Relationships-
The Combined Effects of Multiple-Drugs or Enzyme-Inhibitors
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Multiple Drug-Effect Equations

with a Flow-Chart

pa——
((Mass AcTioN uw)

oo prbem

[ HUNDREDS QOF MECHANISM 5PECIFIC EMTWS]
(DEDUCTION) x‘x

™~

| MECHANISM NONSPECIFIC GENERAL ECILATIONS |

{GEMERALIZATION) l l

MEDIAN
DISTRIBUTION EFFECT

EQUATICN EDTEE/I

15t ”HIGHERl |MUTU.'|LL"|'|| MUTUALLY

DRJ.'.IFF! CADER EXCLLSIVE

NDNI'?{('LLI":N‘F

. =
! - - / usuuu‘“\
! AR Fi EFFECT
PLOT AND
PARAMETERS,

"

- —
o ~u/
(INDIVIDUAL RACTIONAL CLASSICAL OMSERVATIVE B
FRODUCT ISOBCLOGRAM | | ISDBOLOGRAM
MEerSJ ECLATION ECQILUATION EQUATION
L -lr"/..
(GEMERALIZED By
MHHDDS:' COMBINATION INDEX EOUAIDNJ'*I—

['EDMPUTER - EENEH&L‘ISGHDLQGRF-MS
SIMULATION) ot Ll

®DOSEREDUCTION NOEX |4

@ DRI PLOT

W POLYGORNDGRAM

]

THE MEDIAN-EFFECT PRINCIPLE

(EFFECT)  (DOSE) {EFFECT and
i I EMZYME SPECIES)
= = |
v ¢
L = [f| n
Iﬂ f\'
L= LB
I-'i'l k E IS TREELUITION
l I_"Enumalu
fi): x (LW _ )
=] i, U,L iy,
l E,= E+EIHEI .
fis we | m, NUPYIKE
Pl okt y un
(D) () (),
B TR (IR Y (AN
E=E+B#E #EI 1, -
filh] = x | m, [, 00 JJiF2. i
[ & BT 33
- E,= E+E (1} #6014,
|.!fl!1:-]m|=x .Eh WM,
L L'} Uw'l [|' i,

- [ [ [

E=E+E(NFEMHEN) 43 2m

DERIVATIONS

Mal, Pharm. 10:
235-247,1974

JL.Thear. Bial.
3%:235-276, 1976

Maol. Pharm.10:
235-247,1974

1. Biol.Chem, 252
6438-6442, 1977

J. Biol.Chem,
ibid

Eur. ). Biochem.
N5207-216,1981

Eur. ). Biochem.
ibid


morann
Stamp

morann
Text Box
Chou, Scheme S-1 




