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Box 1 Figure Example of
RA-like findings in Dutch art.
Little evidence of RA-like
disease was noted in art or
skeletal remains before the
17th century in Europe and
Northern Africa. Findings
suggestive of RA appear in 17th
century Dutch art. Detail from
La Familia de
ordaens

Jardin
by Jacob Jordaens (c. 1630) is shown. Note swelling of the
metacarpal-phalangeal and proximal interphalangeal joints
(arrows). (Image courtesy of the Museo del Prado, Madrid.)
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Normal paw
p
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> Arthritic
paws

Inductlon of arthritis by S.C.

injection of Mycobacterium The
tuberculosis (MT) End
Time
(Day)

m Measurements

Drug admimistration: — Incidence of arthritis
Sinomenine was given to rats — Arthritic score and paw volume
right after the injection of MT on - (Eélétlggocyte sedimentation rate

day O until day 36
— Leucocyte count
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Fig. 1. Effects of different doses of sinomenine on clinical parameters of AA. Rats were treated i.p. daily with 15mg

(0. n7=29), 50mg (A, n=29), or 150mg/kg (A, n = 8), respectively, from the day of the induction of arthnitis (day ) until

day 36. The effects of each dose on arthritic score (A), hind paw volume (B), and body weight (C), were compared to those

of treatment of AA with vehicle (. n = 9). Significant amelioration of arthritic score, hind paw volume and body weight

were observed with the highest dose starting from day 23 (A), 27 (B) and 23 (C), respectively. Data are means +S.EM.;
*P < 0.05; **P < 0.0] in comparison to vehicle-treated AA rats.
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- D-21 and D-14:
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& T~ EST2m]

mBSA/PBS+CFA (0. 5mg/ml+2mg MT/ml )
- D0: AIRFAEIAEANESTS50 | mBSA/PBS
(0. 1mg) , Z-RE¥THR

- Flare-up at D42: HREAENREAN;EET50
L | mBSA/PBS (0.1mg), ZBE¥tHR

Liu L. Int. J. Immunopharmac., Vol. 18, No. 10, pp. 529 543, 1996
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Joint Destruction inflammalory
Infiltration Formation
Fig. 5. Effects of long-term treatment with sinomenine on clinical (A) and histopathological (B) parameters of chronic AlA.
Rats were treated i.p. daily with 150 mg/kg from day 8 to day 41 fellowing induction of arthritis. On day 42 an exacerbation
was induced by i.a. injection of the inducing antigen mBSA. The knee swelling of sinomenine-treated AIA rats (&, n = 6)
was compared to that of vehicle-treated AIA rats (ll. » = 6). Improvements in chronic phase and flare-up following post-
peak treatment with sinomenine (A) did not attain statistical significance due to large variability in the vehicle-treated group.
There was, however, a significant counteraction of joint destruction by treatment (open bars) on day 51 of AIA (B). Data
are means+ S.E.M.: *P < 0.05 in comparison to vehicle-treated AIA rats.
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Prepare rats and load
CII/IFA into a syringe

Intradermally
injection of collagen
Il onday O and 7

Arthritic signs appeared

Prepare CII/IFA emulsion
around day 10-15

Zhou H. BBRC;376(2):352-357.
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Fig. 1. Inhibition of the incidences (A), arthritic scores (B), hind paw volumes (C), and ESR (D) of CIA
rats by treatment with sinomenine. Rats were treated daily either with an i.p. injection of 25, 50 or 100
mg/kg sinomenine or vehicle, or with an oral dose of 1 mg/kg indomethacin beginning on day 0 after
immunization with CII/IFA until day 30. *p < 0.05, **p < 0.01 versus the vehicle-treated rats (n = 10).
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Density ratio of MMP-2 expression
(normailized with respected control)

Density ratio of MMP-9 expression
(normailized with respected control)
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Treatment Treatment
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Treatment Treatment

Fig. 3. Effect of sinomenine on protein expressions of MMP-2 (A) and MMP-9 (B) and on the gelatinolytic activities of MMP-2 (C} and MMP-9 (D} in the paw tissues of CIA rats
after 30 days treatment. p <0.05, p <0.01 versus the vehicle-treated rats (n =7-10),
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Fig 4. Effect of sinomenine on the protein expressions of TIMP-1 (A) and TIMP-3 (B) and on the inhibitory activities of TIMP-1 (C) and TIMP-3 (D) in the paw tissues of CIA
rats after 30 days treatment. p<0.05 versus the vehicle-treated arthritic rats. (n=7-9),
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Fig. 2. Effect of sinomenine on serum IL-1f (A) and IL-6 levels (B) of CIA rats. p <0.05 versus the vehicle-treated rats (n=7-10).
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