Formulations

Curcumin 50 €49,90*
Item number: 08165516 | Contents: 10 m| | Base price: € 390.00 / 100 ml | Available only in pharmacies

Dosage form: Concentrate for infusion for intravenous use after dilution exclusively in 100 ml of 0.9% NaCl.

Ingredients: Curcumin 50 mg, Hydroxypropyl-beta-Cyclodextrin q.s., PEG 400 g.s., Water

Note: Store away from light at 15-25°C | Shelf life: 6 months

Curcumin 250 €169,90*
Item number: 08165488 | Contents: 50 m| | Base price: € 298.00 / 100 ml | Available only in pharmacies

Dosage form: Concentrate for infusion for intravenous use after dilution exclusively in 100 ml of 0.9% NaCl.

Ingredients: Curcumin 250 mg, Hydroxypropyl-beta-Cyclodextrin g.s., PEG 400 q.s., Water

Note: Store away from light at 15-25°C | Shelf life: 6 months

Curcumin-HSA 300 €299.00*
Item number: 08165613 | Contents: 150 ml | Base price: € 199.33 / 100 ml | Prescription-only

Dosage form: Concentrate for infusion for intravenous use after dilution exclusively in the enclosed carrier solution
Ingredients: Curcumin 300 mg, Hydroxypropyl-beta-Cyclodextrin qg.s., PEG 400 g.s., HSA solution

Note: Store away from light at 2-8°C | Shelf life: 6 months

Curcumin/Resveratrol 100/50 €129,90*
Item number: 08165544 | Contents: 20 m| | Base price: € 549.50 / 100 ml | Available only in pharmacies

Dosage form: Concentrate for infusion for intravenous use after dilution exclusively in 500 ml of 0.9% NaCl.

Ingredients: Curcumin 100 mg, Resveratrol 50 mg, Hydroxypropyl-beta-Cyclodextrin g.s., PEG 400 q.s., Water

Note: Store away from light at 15-25°C | Shelf life: 6 months

Curcumin suppositories 400 mg €20.00*
Item number: 08165517 | Contents: 1 item | Base price: € 20.00 / 1 item | Available only in pharmacies

Dosage form: Suppositories for rectal or vaginal use

Ingredients: Curcumin 400, excipients q.s.

Note: Store away from light at 2-8°C | Shelf life: 6 months

Curcumin/DMSO suppositories 250 mg €15,90%
Item number: 08165502 | Contents: 1 item | Base price: € 25.00/ 1 item | Prescription-only

Dosage form: Suppositories for rectal use

Ingredients: Curcumin 250 mg, DMSO 14%, excipients q.s.

Note: Store away from light at 2-8°C | Shelf life: 6 months

Curcumin powder €42,90* / €109,90*
Item number: 08165538/39 | Contents: 30 g / 3x 30 g | Base price: €133.00 or 111.00 €/ 100 g | Available only in pharmacies
Dosage form: Powder for oral use after diluting with water

Ingredients: Curcumin 30 g

Note: Store away from light at 15-25°C | Shelf life: 6 months

You do not need any special infusion equipment and do not need to administer cortisone beforehand. Container for low-germ removal as a
single dose by a healthcare professional. Use after dilution in sterile isotonic saline solution. Intended for immediate consumption.
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Curcumin

Curcumin is a lipophilic polyphenol found in turmeric
(Curcuma longa), which gives it its characteristic deep yel-
low colour. Turmeric, or yellow root, belongs to the gin-
ger family (Zingiberaceae) and is native to Southeast Asia.
Turmeric is valued and used as a spice, as well as in Indian
Ayurvedic medicine for its antioxidant,antiseptic, analgesic
and anti-inflammatory properties [1].

We distinguish between three pharmacologically active
ingredients, known as "curcuminoids", in turmeric root ex-
tract. The best study data shows the isolated active ingre-
dient curcumin (diferuloylmethane [1,7-bis(4-hydroxy-3-
methoxy-phenyl)-hepta-1,6-diene-3,5-dione]).

In addition to curcumin, the root extract also contains
demethoxycurcumin (DMC) and bisdemethoxycurcumin
(BDMC). The proportion of pure curcumin in the total root
extract, however, amounts to only a few percent.

We only use the pure active ingredient curcumin from natu-
ral sources in our formulations.

Mode of action

Curcumin acts as an epigenetic regulator targeting a wide
range of molecular targets and signaling pathways. It has an
influence on transcription factors, inflammatory mediators,
protein kinases and enzymes.

Due to its numerous effects, curcumin has broad preven-
tive and therapeutic significance. The following effects are
described in a number of studies [4]:

anti-parasitic, anti-bacterial anti-septic

immunostimulatory anti-diabetic
anti-arthritic anti-depressive
anti-arteriosclerotic pain-relieving
cholagogue

anti-oxidative, anti-inflammatory

neuroprotective, cardioprotective, hepatoprotective,

nephroprotective, pulmoprotective
radiation and chemosensitising

radiation and chemoprotective

Areas of application

In addition to its main area of application in complementa-
ry cancer therapy and inflammatory processes,curcumin is
also a useful supplement to existing treatments for gastro-
intestinal, skin, neurodegenerative,cardiovascular and met-
abolic diseases. Even for anterior segment eye diseases and
neurological depressive disorders, curcumin is now consid-
ered a promising therapeutic approach [2,3].

Curcumin has been part of clinical research for years. There
is no polyphenol with a broader body of data than curcumin
regarding its use in various diseases. Curcumin, artesunate
and resveratrol are considered promising adjuvant thera-
pies for the improved treatment of serious illnesses.

Notch-1 AP CREBBP orpry

uPA @ NFxB grarg T
Bel-xL EGR-1 L2
@ PPAR-y SIS @ IL18
WT-1 IL5

Hsp-70 STAT-4

Bcl-2
STAT-5 mcp

VCAM-1 B-catenin IL-6
@ MIP
ICAM-1 L8
Cyclin D1 Malp
ELAM-1 IL-12
1AP-1 TNF-a
e AATF-1
ER-a -
Fas R GCL
Ui c i Desaturase ATFase
urcumin
EGFR p— ATPase
HER-2
nos CO%?
IL-8R iN
LDLR 5-LOX
CXCR4 -
ITR
A =y Telomerase FPT [P0
HGF
(3 Src-2 obnc
W FGF FAK EGFR-K
NGF Pp60c-tk AAPK DNApol gsT
PDGF Ca2PK @
&Sk TMMP-3
TGF-1 IL-1R AK MAPK
VEGF ERK  PhK PTK

PAK  PKA  PKB

‘ Molecular targets upregulated by curcumin

Molecular targets downregulated by curcumin

Fig.: Selective influence of curcumin on molecular targets, modified from [4]



Curcumin as a synergistic and sensitising component

of therapy

A large number of studies confirm that curcumin, when used in combination therapy with chemotherapeutic agents, im-

proves treatment effectiveness and side effect management both in vitro and in vivo:

CHEMOTHERAPY TYPE OF CANCER

POLYPHENOL

Curcumin

Curcumin

Curcumin

Curcumin

Curcumin

Curcumin

Curcumin

Curcumin

Curcumin

Curcumin

Curcumin

Curcumin

Curcumin

(Fig. modified from [45])

Cisplatin

Cisplatin

Valproic acid

Gemcitabine

5-Fluorouracil

5-Fluorouracil

5-Fluorouracil +
Oxaliplatin

Bevacizumab

Imatinib

Paclitaxel

Oxaliplatin

Temozolomide

Gefitinib

Lung

Head and neck

Leukaemia

Pancreas

Breast

Stomach

Colon

Liver

Leukaemia

Brain

Colon

Glioblastoma

Lung

(32]
(33]
(34]
[35]

[36]

[42]
[43]

[44]

A sensitising effect in combination with curcumin and radiotherapy was also demonstrated in prostate PC-3 cancer cells

[46].



Curcumin in cancer therapy

Curcumin has been shown in a variety of clinical studies to
induce anti-tumoural effects such as apoptosis and prolif-
eration inhibition in melanoma, glioblastoma, prostate,
colorectal, lung, liver, leukaemia and ovarian carcinoma
cells [5-16].

Curcumin showed in vivo anti-tumoural effects in cancers
of the breast, skin and liver as well as in colon cancer and
its metastases [17-20]. In tumours, the activity of transcrip-
tion factors such as NF-kB is often increased and associated
with angiogenesis, tumour promotion and metastasis [21].
Curcumin was able to inhibit angiogenesis and metastasis
by inhibiting proliferative stimuli via the NF-kB pathway
[22, 23].

One of the most significant effects of curcumin is the se-
lective induction of apoptosis in tumour cells. Curcumin
achieves this by firstly upregulating p53 expression and
secondly by initiating the mitochondrial intrinsic apoptosis
pathway [24, 25].

However, curcumin also influences extrinsic apoptosis
pathways, i.e. the binding of apoptotic ligands to their re-
ceptors [26]. Curcumin was also able to induce cell death
through initiated autophagy [27, 28]. However, the broad
spectrum of effects ofcurcumin goes far beyond these im-
portant influences.

The antioxidant and anti-inflammatory properties of cur-
cumin also play an important role in cancer prevention
[29]. The influence on phase | and Il enzymes of the de-
toxification cycle contributes to protection against the de-
velopment of cancer. Curcumin has been shown to inhibit
Phase | enzymes such as cytochrome P450, which, while
essential for detoxification, are also responsible for the ac-
tivation of secondary carcinogens [30].

In contrast, curcumin induces phase |l enzymes such as
glutathione transferases, peroxidases and reductases,
which enable the detoxification of metabolites through
conjugation [31].

Advantages of our formulations using cyclodextrin

- Non-metabolisable, non-diabetogenic or glucose-releasing solubiliser

- Rapid renal clearance, remains extracellular after parenteral administration

- Minimal risk of anaphylactic shock

- Safety and tolerability confirmed by healthcare professionals

- No ethanol and therefore gentle on the liver, well tolerated

- No prior administration of cortisone or special infusion equipment required

- Use of pure, natural raw materials

Do not use these formulations in the following cases:
- Kidney damage

- in patients under 2 years of age

- If there are known intolerances to any of the ingredients

- CAVE: Curcumin has a cholagogue effect.

Dosage (based on previous therapeutic experience, indication assessment and further therapy):
1-2 times per week for 10 applications/treatment cycle, repeat as needed.



