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Supplemental Figure S1: Study plan for investigation of the effects of Tr14 on the resolution of inflammation in zymosan-
induced mouse peritonitis.
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Supplemental Figure S2: Self-resolving inflammation was initiated by injection of zymosan (0.1 mg/mouse, i.p.) into
mice. Before zymosan injection, Tr14 (3 mL/kg or 1.5 mL/kg) or vehicle (veh., 0.9% NaCl) were administered i.p. once
daily for six days. Peritoneal exudates were collected after 4, 8 and 24 h (n = 6-8; outliers were removed) post zymosan
injection, and from naive untreated mice representing time point 0 h (n = 6). (A) Quantification of cell numbers of PMNSs,
eosinophils, monocytes/macrophages and lymphocytes in the peritoneum, shown as mean + SEM for indicated time
points, * < p 0.05; *p < 0.001; p values were calculated versus vehicle for each time point; unpaired two-way ANOVA
with Dunnett’s multiple comparison test. (B) Cell composition in the peritoneal exudates 4 h after zymosan injection
against naive untreated mice are shown in pie charts. (C) Cytokine levels were measured at indicated time points and
shown in pg/mL exudate as mean + SEM. (D) mRNA levels of inflammation-related genes in peritoneal lavages 4 h post
zymosan injection, analyzed by RT-PCR. Data were given as mean + SEM as fold increase of vehicle group. (E) LM levels
in peritoneal lavages (summarized in relevant groups: SPMs (LXA4, PD1, MaR1, RvD2 and RvD5), 12-LOX products
(14-HDHA and 12-HETE), 15-LOX (17-HDHA and 15-HETE) and COX products (PGEz and TXBz)) at the indicated time
points were analyzed by UPLC-MS-MS and are shown in pg/mL exudate as mean + SEM as line charts.
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Supplemental Figure S3: Self-resolving inflammation was initiated by injecting zymosan (0.1 mg/mouse, i.p.) into mice.
Tr14 (1.5 mL/kg or 3 mL/kg) or vehicle (veh., 0.9% NaCl) were administered i.p. 4 h and 8 h post zymosan injection.
Peritoneal exudates were collected 4, 8, 24, 192 and 360 h (n = 6-8; outliers were removed) post zymosan injection, and
from naive untreated mice representing time point 0 h (n = 6). (A) Quantification of cell numbers of PMNs, eosinophils,
lymphocytes, resident and recruited monocytes/ macrophages as well as total monocytes/macrophages in the perito-
neum, shown as mean + SEM for the indicated time points; *p < 0.05; **p < 0.01; **p < 0.001; p values were calculated
versus vehicle for each time point; unpaired two-way ANOVA with Dunnett’s multiple comparison test. (B) Cell com-
position in the peritoneal exudates 24 h and 360 h after zymosan injection against naive untreated mice are shown in pie
charts. (C) Cytokine levels were measured at indicated time points and shown in pg/mL exudate as mean + SEM. (D)
LM levels in peritoneal lavages (summarized in relevant groups: SPMs (LXA4, PD1, MaR1, RvD2 and RvD5), 12-LOX
products (14-HDHA and 12-HETE), 15-LOX (17-HDHA and 15-HETE) and COX products (PGE2 and TXB2)) at the indi-
cated time points were analyzed by UPLC-MS-MS and are shown in pg/mL exudate as mean + SEM; **p < 0.01; p values
were calculated versus vehicle for each time point; unpaired two-way ANOVA with Dunnett’s multiple comparison
test.
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Supplemental Figure S4: (A) Cytotoxicity of Tr14. Human naive MDM (Mcwm-csrand Mw-cst, 1 x 105) were incubated with
different concentrations of Tr14 or 0.9% NaCl as vehicle or 1 uM staurosporine (Stsp.) as positive control and polarized
for 48 h with LPS/IFNy to M1- and with IL-4 to M2-MDM at 37 °C. M1- and M2-MDM were then incubated with MTT
(5 mg/mL, 20 uL) for 2 h at 37 °C. The formazan product was solubilized with SDS (10% in 20 mM HCI) and the absorb-
ance was measured at 570 nm. Results are given in % of control (0.9% NaCl), n = 3. (B) Human MDM were preincubated
with 0.1 or 10% of Tr14 or vehicle (0.9% NaCl solution) for 15 min and then polarized for 48 h with IL-4 to M2-MDM.
Then, cells were incubated with S. aureus (LS1; ratio 1:50) in PBS pH 7.4 containing 1 mM CaClz for another 180 min.
Formed LM were extracted from the supernatants and analyzed by UPLC-MS-MS, and are given as means in pg/2 x 10°
cells + SEM and % of vehicle was shown in a heat map; n = 3 separate donors.
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Supplemental Table S1: Composition of Traumeel (Tr14), solution for injection.

Component

Plant extracts

Achillea millefolium L. (common yarrow), fresh aerial parts collected at

flowering time.

Aconitum napellus L. (monkshood), fresh whole plants collected at the start

of flowering.
Arnica montana L. (arnica), dried underground parts.

Atropa belladonna L. (deadly nightshade), whole fresh flowering plant
harvested at the end of flowering, with the ligneous base of the stems

removed.
Bellis perennis L. (daisy), whole fresh flowering plants.

Calendula officinalis L. (pot marigold), fresh aerial parts collected at

flowering time.

Echinacea; whole fresh flowering plants of Echinacea angustifolia D.C.
(narrow-leaf purple coneflower) and Echinacea pallida (Nutt.) Nutt. (pale

purple coneflower), single species or mixed.

Echinacea purpurea (L.) Moench (Eastern purple coneflower), fresh aerial

parts collected at flowering time.

Hamamelis virginiana L. (American witch-hazel), fresh bark from roots or

branches or a mixture thereof.

Hypericum perforatum L (common St. John’s-wort), whole fresh plant

collected at the beginning of the flowering period.

Matricaria recutita L. (German chamomile), whole fresh flowering plants.

Symphytum officinale L. (common comfrey), fresh underground parts

collected prior to flowering.

Chemical substances

Hepar sulfuris, obtained by calcining a mixture of Calcium carbonicum

Hahnemanni and sulfur.

Mercurius solubilis Hahnemanni, a mixture of mainly mercury (II)

amidonitrate and metallic mercury.

Manufacturing method

(Ph. Eur.)

Method 1.1.5

Method 1.1.3

Method 1.1.8

Method 1.1.3

Method 1.1.3

Method 1.1.5

Method 1.1.5

Method 1.1.5

Method 1.1.5

Method 1.1.5

Method 1.1.5

Method 1.1.5

Method 4.1.1

Method 4.1.1

pg/mL in Tr14

12

100

20

10

30

7.5

7.5

30

0.003

0.001

0.0005



