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Background
Clinical practice guidelines (CPG) are systematically developed statements to assist practitioners and patients on healthcare decisions.

They provide recommendations for the average patient, which should take into account individual clinical judgment and the patient's
values and expectations. Ephedra has sympathomimetic effect and has been used for weight loss worldwide. However, its safety is
controversial especially in autonomic and cardiovascular systems. Therefore, the need of appropriate CPG for ephedra prescription in
obesity was advocated in Korean Traditional Medicine.

Methods
The committee comprised of specialists of obesity, oriental herbology, oriental cardiology, constitutional medicine. The committee collected
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Result

indication and contraindication.
Conclusion

significance as the first CPG in Korean Traditional Medicine.

all relevant references about adverse effect and safety of ephedra in the forms of meta-analysis, systematic review, randomized cont-
rolled trial, case-control study and observational study from international and domestic databases and paper journals. 11 English- and 5
Korean-language references were gathered and categorized by PICO (Patient, Intervention, Comparison, Outcome) method. We could
not complete strength of recommendation which should be clarified according to the evidence grade estimation.

The first version of CPG for ephedra prescription in obesity was issued by Korean Oriental Association for Study of Obesity. It includes

topics of introduction, pharmacokinetics, side effects and adverse events, constitutional aspect and recommendations for dose,

There should be periodic upgrade of this CPG from now on. Although there are some drawbacks in this version of CPG, it has

Key Words : Clinical Practice Guideline, ephedra, Evidence-based Medicine
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7%= AolthY ks = vEA A A7 o 3] (consensus)
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PPARAH) AL E B e 2A 7B AnG Aelo] HPA AwS Ax Pt
A%k leh AA, AEVFES B BRE A W, Bt 279 AAH 24 ARAIE
Definition of topic and process
Target, condition, intervention, patient population,
clinical setting
I
Assessment of clinical benefits and harms
Possible outcomes
(effectiveness, costs, preferences, etc)
1 1
Review of Scientific Evidence Consideration of expert opinion
Literature retrieval, evaluation of individual Fanel, input from outside experts, open forum,
studies, methods to grade quality of the evidence specialty-wide surveys

I
Consideration of resource and feasibility issues
Cost, personnel and technology; time, training, and staff support
Potential medico-legal, reimbursement and public policy implications

Development of recommendations
Decision rules or checklists to promote a systematic
approach; indicate strength of the recommendations

Writing the guideline
Synthesis of the evidence, using systematic reviews, meta-analysis,
decision analysis - Graded recommendations

Outside review
Venfy balance and accuracy of clinical issues

[ Dissemination and implementation ]

Seek input from relevant specialty societies and organizations that can promote
endorsement and implementation

Regular update ]

CPG : Clinical Practice Guideline
Fig. 1. Steps in CPG development™

33



H ks ] A7d A2s

SR

o

WAFT FT oo N T 9
[ —— BT TR K o) R
22 TR L
BEXT Hn. oxidios o
T o= N X o b o T omm oy
e e N TR LGy
iR ~ g T — N o P T T
;oﬂw74 oy = o — o oo o o=
11~|_,._.\10‘U|J|uu 7UU“ \LI‘I‘HO
A B < = %O o w5 o) X
T " R A TR iz A= I R R T
S I A TR S .
oy wo w LA w oy YK
R A R .
m H8 NN NS oo s
M EM YN Lo <38 uwo
A=y eI S R w
T o B oS X mo ol X
= § ~ ,w..._\l_ﬁl..loﬁ_ﬁ c e o
;o]rﬁ,_ﬂ%otﬂ% o @ WXz
mﬂ%l%%@gﬂoﬁv%ﬁﬂaﬂoijWw
o o _~ 0
ﬂzuﬁﬁnznuoﬂw%ﬂﬂo_e.mwuﬁfr%ﬂl
ﬂgowzn%ﬂ.ﬂmm%#,mlmmﬂﬁw@mw
cy KB By N o B oxr o) ph X
g CRRRINE L I e S
T MW BT T L NS
W o RGO BYR YT L2% %KW OH

o] ® o ®OROw R o A e o
S T &
she e TaEZEZEET
ol ﬁlﬂo_@mﬂﬂ - %omtﬂ
X BRLP e wyg AR
Wowm R 2 G N mmx]ﬁr(r\z? o) T
o = o= nh ol ~ T o 4K al 3|
%o = TN o T R o R o
oE o ™ N o ~r AR o o B
A o omww Y AT 0w E
OB o o — of P o T o W —
e o R o R o of o o
Prl Pregd@8 o dn T
UGS _ ]
S TR e = 2 Mo
2 = o o 7 X o o)
B ol B W T doodp oy, O e
T N R oo o - Sl N
= X ™ — B o o N WL o
X A X 1 = PRl
3.1 O_ —_— UT_ Or._._ ] = O.._O (q\]
Thde X Rpsgxsn™ L@ wi
Eoc,_mls.Eﬂ.__nﬁﬂam i_nauﬂ N
PN SNPGRS A
O_E or EE ﬂ.OI <0 g ‘UI s EE <0 _..E e iy
MR T oo 98 ol w TN R oM P TN o
RN N W< W oo T Wl Mow

A\

: systematic review

SR
: randomized controlled trial

Case reports
RCT

Animal research
In vitro research

Ideas, editorials, opinions

£

£

Fig 2. The hierarchy of evidences

34



HIEA 8 B ATl A A vig ARl i’

o
Rk

_Zﬂ.

H =

e

5 T

)<

uTmﬂ

sl

&

s
Atk AL A7 He=

NES

L
ol

=
=

2
|

1}

o Yol
A

g

P REel3] ). 2007:7(1):39-54.

o, &1l 2000 )% H]Tk

k) B ARl g

450l 9lolA Pha AL 1]

2

=
ut

] 4], 2007:7(1):1-7.
3. Greenway FL, De Jonge L, Blanchard D, Fri-

]

Ry

1

o
RS

, 9BE ARl vt
A

R

L

4

1

sard M, Smith SR. Effect of a dietary herbal
supplement containing caffeine and ephedra
on weight, metabolic rate, and body compo-
sition. Obes Res. 2004 Jul;12(7):1152-7.

2} v
A1)

4. )

o]

E
=

L] e}, Al
o] A

A P 1 e R
et

A ZE &

AN 2 0]

s

oA f4A &8

L

.

} 7(}
fe=]

<}
2|

o
FRI7E Bl YL gor el % Fej

Aol A5
opiow A4Hrh

A
O;

W

i

03

813 2], 2006:6(2):17-27.

6. Shannon JR, Gottesdiener K, Jordan | et al,,

-

Acute effect of ephedrine on 24-h energy
balance. Clinical Science. 1999;96(5):43-91.
7. David E. Oeser. Obesity Prat 2:Pharmacothe-

rapy. The Internet Journal of Acade Assis-
Pharmacokinetics and cardiovascular effects
of Ma-huang(Ephedra sinica)in normoten-
sive adults. ] Clin Pharmac. 1997;37:116-22.
9. http:/ /www .fda.gov/ohrms/dockets/98fr/9

rants. 1997;1(2).
8. White LM, Gardner SF, Gurley BJ et al

=13

=

= AR
A77} 3

R

=
sl

I

A A o]

J

A7} el ALgHgle
7 Gge] WolAt= o)A
o AHEHRIT B, A=)

AN A

i

o]
el

o

L

=%

2%
A AR chet
by,

k)
pid

(7t €17)
= 7

e}

5n-0304-bkg0003-ref07-10-Chapterl.pdf.

A 5 ¢
o &

o A&

FH8

7

ps
a

Tor

g]

!

At 1997:322,
35

=

o

PRAEES, A

658, 693, 770.
11. Shekelle PG, Hardy ML, Morton SC, Mag-

nn

lione M, Mojica WA, Suttorp M]J, Rhodes

10. L. I

A]

ulgrol},

L
L

s

°

W] HdEe] e

=]
=



e eka A A7E A2E

12.

13.

14.

15.

16.

17.

18.

36

SL, Jungvig L, Gagné ]. Efficacy and safety
of ephedra and ephedrine for weight loss
and athletic performance: a meta-analysis.
JAMA. 2003 Mar 26;289(12):1537-45.
LoVecchio F, Sawyers B, Eckholdt PA. Tran-
sient ischemic attack associated with Meta-
bolife 356 use. Am ] Emerg Med. 2005 Mar;
23(2):199-200.

Pittler MH, Ernst E. Dietary supplements for
body-weight reduction: a systematic review.
Am ] Clin Nutr. 2004 Apr;79(4):529-36.
Boozer CN, Daly PA, Homel P, Solomon JL,
Blanchard D, Nasser JA, Strauss R, Mere-
dith T. Herbal ephedra/caffeine for weight
loss: a 6-month randomized safety and effi-
cacy trial. Int ] Obes Relat Metab Disord.
2002 May;26(5):593-604.

Kalman DS. An acute clinical trial evalua-
ting the cardiovascular effects of an herbal
ephedra-caffeine weight loss product in heal-
thy overweight adults. Int ] Obes Relat Me-
tab Disord. 2004 Oct;28(10):1355-6.

Ling AM. FDA to ban sales of dietary supple-
ments containing ephedra. ] Law Med Ethics.
2004 Spring;32(1):184-6.

Kalman D, Incledon T, Gaunaurd I, Sch-
wartz H, Krieger D. An acute clinical trial
evaluating the cardiovascular effects of an
herbal ephedra-caffeine weight loss product
in healthy overweight adults. Int ] Obes
Relat Metab Disord. 20020ct;26(10):1363-6.
Bouchard R, Weber AR, Geiger JD. Infor-
med decision-making on sympathomimetic
use in sport and health. Clin ] Sport Med.
2002 Jul;12(4):209-24.

19.

20.

21.

22.

23.

24.

25.

26.

27.

2= 2~
A%, MIH, 41,

npeR-go] AdRle) Algitael vAl= Gl o

N
S
—_>‘ﬂ4
Ry
(o)
oX,
M
W,

G o

o5 >
=
>~
>
ol
K3
=
rlr
OO
o

1z, 294, s, , ¥¥ 3. Cir-
cuit training@ wFSH(JiiE) H-8°] B¢ o4
of A7l AR VA= B

Q. Fa o] 5taote A,

Asaeldhojst ApbA A s, Abaelst

A FEd. 2004

ZBalfeta gl st APGA A I AR st
TARAPIAA Y ddAs AgA]. A
ghal gho|Ffjsh. A&, 2005.

Soni MG, Carabin IG, Griffiths JC, Burdock
GA. Safety of ephedra: lessons learned.
Toxicol Lett. 2004 Apr 15;150(1):97-110.
Sagara K, Oshima T, Misaki T. A simultane-
ous determination of norephedrine, pseudo-
ephedrine, ephedrine and methylephedrine
in Ephedrae Herba and oriental pharma-
ceutical preparations by ion-pair high-perfor-
mance liquid chromatography. Chem Pharm
Bull (Tokyo). 1983 Jul;31(7): 2359-65.



28.

29.
30.

31.

32.

33.

34.

35.

36.

HIEA 8 B ATl A vig Al tiE A AEAY A

AT, SRS, PEIAEE, mERHEA, R
AHE, BT B OREE T
LRI B & ISR & T &) =7 = F
) R OB AEFEERIERE, 1982,36(3):
245-9.

AR RS, Me o Sk 1992,
Wilkinson GR, Beckett AH. Absorption, me-
tabolism, and excretion of the ephedrines in
man. II. Pharmacokinetics. ] Pharm Sci. 1968
Nov;57(11):1933-8.

Haller CA, Jacob P 3rd, Benowitz NL. Phar-
macology of ephedra alkaloids and caffeine
after single-dose dietary supplement use.
Clin Pharmacol Ther. 2002 Jun;71(6):421-32.
Dollery CT. Clinical pharmacology of cal-
cium antagonists. Am ] Hypertens. 1991 Feb;
4:885-955.

Ehab A.A,, Abir TE, Ikhlas AK,, Lary Walker.
Ephedra in Perspective - a Current Review.
Phytother Res. 2003;17:703-12.

Rotblatt, Ziment. 43, ¢kAd HY. Evi-
dence-Based Herbal Medicine. A& : 3H9-2].
2002:127-30.

May CS, Pickup ME, Paterson JW. The acute
and chronic bronchodilator effects of ephe-
drine in asthmatic patients. Br ] Clin Phar-
macol. 1975 Dec;2(6):533-7.

Catherine E. Ulbricht, Ethan M. Basch. Natu-
ral Standard Herb & Supplement Reference:

Evidence-based clinical reviews. St. Louis:

37.

38.

39.

40.

41.

42.

43.

Elsevier Mosby. 2005:211-23.

Lopez-Olivo MA, Suarez-Almazor ME. Deve-
loping guidelines in musculoskeletal disor-
ders. Clin Exp Rheumatol. 2007 Nov-Dec;
25(6 Suppl 47):28-36.

Shekelle PG, Woolf SH, Eccles M, Grim-
shaw ]. Clinical guidelines: developing guide-
lines. BMJ. 1999 Feb 27;318(7183):593-6.
Aymerich M, Sanchez E. From scientific
knowledge of clinical research to the bed-
side: clinical practice guidelines and their
implementation. Gac Sanit 2004; 18:326-34.
Woolf SH, Grol R, Hutchinson A, Eccles M,
Grimshaw ]. Clinical guidelines: potential
benefits, limitations, and harms of clinical
guidelines. BMJ. 1999 Feb 20;318(7182):527-30.
Ul T RS A Tholmekl it
ZreF3]#], 2004;10(2):88-98.

AEHL. 2003 5= sof A A sbol=eel e
8ok rolddEr] 2 F571383]%], 2003;13
(2):65-71.

EULAR Standing Committee for Interna-
tional Clinical Studies Including Thera-
peutics. EULAR evidence based recommen-
dations for gout. Part II: Management. Re-
port of a task force of the EULAR Stan-
ding Committee for International Clinical
Studies Including Therapeutics (ESCISIT).
Ann Rheum Dis. 2006 Oct;65(10):1312-24.

37





