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Tane 3. Adverse effects recorded in reviewed randomized controlled mnals

Reference:

Herhal
medicine

Observed adverse effects

19
2

26
30

Unpublished®

Unpublished"
3

-
29
32

33

Articulin-F

ASU

ASL

Cagrncn

Capsaicin

Capsaicin
Devil's claw

Devil's claw
Eazmaov

Ginger extract

Willow bark

eatract

Subjects treated with Articulin-F experienced nausea (n = 1), dermatitis {7 = 1) and abdominal pain
n=3)

Total no. of adverse effects: ASU 10, placebo 12, Total no. of patients expericncing adverse effects:
ASL 9, placebo 10; gastric pain, ASLU 4, phubui mm‘t'ommng.ﬁsu 1. placebo 2; dyspepsia,
ASLU 1, placebo 1; diarrhoea, ASU 0, placebo 2; constipation, ASU 1, placebo 1; beartbum, ASU 2,
placebo 0; herpes zoster, ASU 1, placebo 0] a.lthmia, ASU 0, placebo 1) fatulence, ASLU 0, placebo |

Total no, of adverse effects: ASU 23, placebo 25, Total no. of patients experiencing adverse effects:

ASL 23 (27.4%), placeho 20 (25,6%). In the ASL] group, a case of ecxemn, fever associated with
migraine and o case of gastralgia and associnted headache were thought to be ndverse eifects
associated with ASL treatment, and these patients withdrew from the study, Oiber adverse reactions
in the ASL group were gastric disorders (5), pyrosis (1), nausen (1), vomiting (13, febrile colitis (1),
hendache (2), drowsiness (2], Ao syndrome (2), allergy (1), urticaria (1) and pruritus (2). A relationship
with the study drug was considered certain in only 3% of these cases. Overall assessments by patient
and investigator showed good tolernbility of treatment, with no difference between ASU and placebo

Mild to moderate bumning or stinging al applecation [26 (467%4) for capsaicin, 2 for placebo]. Two patients
in treatment group withdrew because of adverse effects attribuled to capsalcin (moderate burning ai
application site and severe knee pain). Other adverse experiences included headache, backache,
toothache, cold and fu symproms, diziness, sinusitis and rhinitis and were not considered auributable
to the wie of capsaicin cream

Burning (mostly mild and transient) experienced at the site of application [23 (44%) for capsaicin, | for
placebo). Two patients treated with capsaicin dropped out of the study after 2 weeks bocause of mild
or moderate bumning. Other adverse experiences incuded migraine, cramps, back pain and rhinitis
and were not considered anmibutable 1o the wse of capsaicin cream

Buming of the skin locally was observed with use of capsaicin cream. Burning reduced over first week and
became increasingly tolerable in all patients receiving the sctive drug. One patient (rheumatoid arthritis
group) stopped treatment with capsaicin after 5 dnys because of buming. A second patient with
rheumatoid arthritis cnly applicd the drug twice daily because of local buming

Mild burning or sunging at application sites with capsaicin cream

Subjects treated with devil's daw experienced nawsea (1), dinrrhoea (1), gastralgia (1), pruritis (1) and
exanthema (1). Subjects in the placebo group experienced acrophagy (1), gastralgia (2), sweating (1) and

Total no. of adverse effects: Eazmov 14, diclofenac 42. Total no. of patients experiencing adverse effects:
Enzmov 10 (33%), diclofennc 20 (67%5); abdominal pain, Eazmov 2, diclofenac 12; asthenia, Eazmov 0,
diclofenac 3; fever, Barmov 0 diclofenac 2; beadache, Earmov 1, diclofenac 5; digestive system overall,
Eaemov 11, diclofenac 16; dyspepsia, Eazmov 6, diclofenac 7; anorexin, Earmov 2, dicofenac 1;
Mntulence, Eaxmov 2, diclofenac 2; nnusea, Barmav 1, diclofenac 4; diarthoea, Easmov 0, diclofenac 0;
vomiting, Bazmoy 0, diclofenne 2, dizziness, Bagmov 0, diclofenac 2; alopocia, Enemoy 0, diclofenae 1;
rash, Eazmov 0, diclofenac |

Ini the &7 pateents recerving test drugs, a total of 47 adverse events were registered m 34 patients. Adverse
events were gustrointestinal complunts (placebo period 8, ginger extract period 9, [buprofen period 14).
These complaints were chiractenized as bad taste (5 for ginger extract pericd only), dyspepsia (placebo 1,
ginger extract 1, Thuprofen T), changes in stoolsintestinal trouble (placebo 6, ginger extract |,
Ibuprofen T) or nauses (placebo 1, ginger eatract 1, Ihuprofen 3). Allergic reactions were noted in
3 patients: skin allergy (placebo period), periorbital cedenin (Tbuprolen period) and conjunctivitis
(gnger extract period)

Patients experienced GI problems (Gitadyl 2, Tbuprofen 6), pain and headaches (Gitadyl 4, [buprofen 3)
and allergies (Gitadyl 1, Ibuproden 1)

Total no. of patients expericncing adverse effects: Phytodolor 9, diclofenac 10. Adverse effects expenienced
after 4 weeks of wreatment with Phytodolor included gastrointestinal symptoms (), nauses (3),
diarchoea (1), skin allergy (1), vertigo (1)

1 case of generalized pruritus experienced with double strength Phytodelor (probably related) and 1 case
of constipation with normal-strength Phytodolor (probably unrelated); otherwise no adverse effects

‘Mo case of adverse effect in Phytodolor groap’

7.4% of patients in Phytodolor group and 14.2% i dickofenac group had adverse effects, In Phytodelor
group, sdverse effocts were pastrointestinal sympioms | 10), fatgee (1), allergic reaction (8), dry mouth (1),
ocdema (1) and vertigo (1)

‘No adverse effects were reported”

Mo information provided

Subjects in Reumalex group expenienced dyvspeptic symptoms (1), dinrrhoea (1) and severe beadaches {1,
Subjects in placebo group experienced hesdaches and digestive wpset (1), angina (1), anxiety (1) and
stomach cramps (1)

No serious adverse effects were reported or observed. 2 paticnts reported 1he sting as unpleasant but not
distressing. Stinging nettle wreatment caused rashes i 2 patients, although one patient kad a previous
history of rashes and stinging netibe may ool have been the cause

Total no. of adverse events: willow bark extract 17, placebo 3. Total no. of patienis experiencing adverse
events: willow bark 16, placebo 16; skin and appendage disorders, wallow bark 6, placebo 5
gastrointestinal system disorders, willow bark 3, placels 7; infections, willow bark extract 2,
placebo 2; heasdache/migraine, willow bark extract 1, placebo 2; change in haemoegoum, willow bark 1,
placebo 2: hypertrnglyceridacmia, willow bark I placebo 1; museuloskeletal pain, willow bark
extrnet 0, placeho 2: deeplessness, willow hark 0, placebo 2; other adverse events, willow bark 3, placebo §

*M. Bernhards, B. Kiemel
M. Bernhardi, A, Keimel,

and
G.

. Darmehl

u
Belucei and P. Spasojevie.
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Table | Comparison of Galen's, Avicenna’s and modern

classification of pain types

Galen's” Avicenna's types MeGill Pain
of pain Questionnaire®
Similar or comparable ypes
Pulsating Pulsating Pulsing, Throbbing,
Beating
Lancinating Stabbing Stabbing, Lancerating,
Cutting
Waighty Heavy Heawy, Dull, Aching
Stretching Stretching Tugging, Cramping, Taut
Soft Tender
Itehing Itehy, Pricking, Stinging
Breaking Splitting, Tearing, Cutting
Tiredness Tiring, Exhausting
Coarse Rasping
Disintegrating
Pricking Pricking, Stinging, Itchy
Penetrating Penatrating, Stabbing,
Lancinating
Comprassing Squeezing, Pinching, Crushing
Numbing Mumb
Bitter
"Based on Rey (Bl
"MPQ (10).
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269 articles located after
excluding duplicates

47 articles read in full

|

|

7 articles included in review

222 articles excluded
on basis of abstract

(not clinical trials of 8 serrata)

40 articles excluded

33 reviews or comments
2 not monopreparations
2 duplicates

2 not randomised

1 bioavailability study
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