
DivaLin 
Leuprorelin acetate 
Injection for SC or IM 3.75 mg 

PRODUCT DESCRIPTION 
Pharmaceutical form: sustained-release microcapsules, dispersing agent 

Appearance 
Macroscopic: White powder without discoloration or superficial foreign particles. 
Microscopic: Microspheres 

COMPOSITION 
 DivaLin 3.75 mg 
1vial contains: 
Leuprorelin acetate 3.75 mg, PLGA• 33.10 mg, mannitol 
6.60 mg, gelatine 0.65 mg 
*PLGA: copolymer of DL-Iactatic/glycolic acid (75:25 mol %)
1 solvent ampoule contains: 
Mannitol 75 mg, carboxymethylcelullose sodium 7.5 mg, 
Polysorbate 80 1.5 mg, water for injection 1.5 ml 

PHARMACOLOGICAL PROPERTIES 
Leuprorelin acetate is a parenterally administrable synthetic nonapeptide, an analogue of the naturally occurring hypothalamic 
“releasing factor” GnRH, which controls the release of the gonadotropic hormones LH (lutenizing hormones) and FSH (follicle-
simulating hormones) from the anterior lobe of the hypophysis. 
In contrast to physiological GnRH, which is released from the hypothalamus in pulsatile fashion leuprorelin acetate, which is also 
designated as a GnRH against, continuously blocks the GnRH receptors of the hypophysis on regular therapeutic administration and 
causes their desensitization (“down-regulation"). As a result after an initial short-term stimulation a reversible hypophyseal 
suppression of gonadotropin release occurs and therewith a decrease in the testosterone or oestradiol (E2) secretion. 

Prostate carcinoma 
A lowering of the testosterone level occurs and therewith an influencing of the growth of the carcinomatously altered prostate tissue, 
which is normally stimulated by dihydrotestosterone-formed by reduction of testosterone in the prostate cells. 
Because of the initial transient increase in the testosterone level, with symptomatic worsening of the clinical picture in isolated cases, 
an additional administration of antiandrogens is to be considered. Long-term therapy with leuprorelin acetate  in comparison causes a 
lowering of the LH and FSH levels in all patients; In man androgen levels such as are presents after bilateral orchiectomy are 
achieved. These changes usually occur two to three weeks after the start of therapy and are manifest over the entire treatment 
period. For this reason, the hormone sensitivity of a prostate carcinoma and the possible therapeutic value of an orchiectomy can be 
checked using  DivaLin. If desired, the orchiectomy can be replaced by the monthly administration of  DivaLin. 
Hitherto, it has been possible to maintain castration levels of testosterone over the course of five years after continuous 
administration of leuprorelin acetate. 

Endometriosis 
Oestrogens stimulate the growth of endometrial tissue. With  DivaLin after an initial short-term E2 rise, a subsequent decrease in the 
values to the postmenopausal range occurs (E2 < 30 pg/ml). 
This hypo-oestrogenic state is reliable maintained during the entire period of therapy and leads to atrophic changes in the uterine and 
ectopic endometrial tissue. 
This leads in the course of treatment to the disappearance of endometriosis foci, prevents the formation of new endometriosis 
implants and reduces adhesions, which finally leads to a decline in pain and typical symptoms. 
The menstrual period commences again on average 3 months after the end of the recommended 6 months therapy. 

PHARMACOKINETIC 
After injection of the  DivaLin suspension, the active agent leuprorelin acetate is released continuously from the copolymer, consisting 
of glycolic acid and lactic acid in the ratio 1:3, over the period of one month. The copolymer is absorbed here like surgical suture 
material. Within an hour, after a single administration of 3.75 mg of leuprorelin acetate s.c., serum levels of 13 ng/mL are measured. 
Detectable levels in the serum are present up to 35 days after the last administration. The distribution volume of leuprorelin acetate is 
36 L and the total clearance is 139.6 mL/min. 
In patients having restricted kidney function, in some cases higher serum levels of leuprorelin acetate were measured after 
administration of  DivaLin, but decreased values in patients having restricted liver function. Clinically, this observation, however, 
appears to be without relevance. 

INDICATIONS 
Treatment of prostatic cancer with metastases, treatment of endometriosis at genital and extra genital localization (from stage I to 
stage IV, it's limited to women >18 years). 
It is not recommended to start second therapy with leuprolide or GnRH analogue. 

Mode of Administration 
Using a sterile syringe, introduce 1 ml of solvent from the enclosed ampoule into the vial. With gentle swirling, prepare a ready to use 
homogeneous milky suspension and use immediately. 
Discard the residue which is not needed. 
Introductions for use: 
1. Check that the entire contents of the ampoule of solvent are
in the body of the ampule. Apply pressure until the neck of the 
ampoule breaks. 

2. Using the needle and syringe provided with the kit, extract 1
ml of solvent. Discard the remainder. 

3. Remove the plastic top from the ampoule vial and inject
solvent into the vial. 
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4. Shake the ampoule vial to obtain a uniform suspension of
milky appearance. 

5. Extract the entire contents of the vial, tilt the vial slightly and
place the bevel of the needle at its base. Do not invert the 
ampoule vial. 

6. Disinfect the skin where the injection is to be administered,
and inject the contents of the syringe using the second needle 
provided with the kit. 

DOSAGE 
In Prostate Carcinoma 
The administration of  DivaLin must only be carried out under the supervision of a physician who is experienced in tumour therapy. 
The usual recommended dose is 3.75 mg administered as a single subcutaneous or i.m. injection every month.  DivaLin therapy 
should not be discontinued when remission or improvement occurs, as with other drugs administered chronically by injection, the 
injection site should be varied periodically. 
As a rule, the therapy of advanced, hormone-dependent prostate carcinoma is a long-term treatment. 

In endometriosis: 
The recommended dose is 3.75 mg administered as a single subcutaneous or i.m injection every month for a period of 6 month only, 
treatment should be initiated during the first 5 days of the menstrual cycle. In women receiving GnRH analogues for the treatment of 
Endometriosis, the addition of hormone replacement therapy (HRT as oestrogen and progestogen) has been shown to reduce bone 
mineral density loss and vasomotor symptoms. Therefore if appropriate, HRT should be co-administered with DivaLin taking into 
account the risks and benefits of each treatment. 

CONTRAINDICATIONS 
- Hypersensitivity to leuprorelin or other GnRH analogues, polyglycolic acid, polylatic acid or another constituent of the preparation. 
- Intra-arterial injection. 
- In the case of proven hormone independence of prostate carcinoma.  DivaLin should not be employed. After surgical castration, 
DivaLin causes no further fall in the testosterone level. 
- Pregnancy and lactation. 
- Unclarified vaginal haemorrhages. 
- Premalignant or malignant changes of the endometrium (In endometrial ablation/endometrial reaction). 
- Vaginal bleedings of undetermined origin 

Particular caution is demanded in female patients with additional risk factor with regard to osteoporosis (chronic alcohol and nicotine 
abuse, increased familial occurrence of osteoporotic symptoms. long-term therapy with anticonvulsants and corticoids). 

UNDESIRABLE EFFECTS 
Initially, a short-term increase in the serum testosterone or serum oestradial level regularly occurs, in women, this leads in most 
cases to bleeding with subsequent amenorrhea, and ovarian cysts possibly occur. 
In addition, in patients with prostate carcinoma this can lead to a temporary intensification of certain disease symptoms (occurrence 
of or increase in bone pain, hypercalcemia, urinary tract abstraction and it sequelae, bone marrow compression, muscle weakness in 
the legs. lymphoedemal). This increase in the symptoms usually spontaneously diminishes without DivaLin having to be discontinued. 

For the initial phase of the treatment of prostate carcinoma, the additional administration of a suitable antiandrogen should be 
considered in order thus to lessen the possible secondary symptoms of the initial testosterone increase and the worsening of the 
clinical symptomatology. 
As a result of the withdrawal of the sex hormones, the following side effect can occur; hot flashes, increased perspiration, decrease in 
libido and potency, reduction in the size of the testes, decrease or increase in size of breast, gynaecomasty, mood swings, 
depressive moods or possibly intensification of a preexisting symptomatology, change in the hairiness of the head or body (decrease 
increase), dry vagina, vaginitis, discharge, smear bleeding, bladder symptoms, acne, dry skin, decrease in the bone mass, increase 
in enzymes such as LDH, AL(SGPT),AST (SGOT), YGT and of alkaline phosphate in the blood. 
In addition, the following can occur; headaches (in rare cases migraine-like), sleep disturbances, nervousness, tiredness, dizziness, 
memory disorders, vertigo, nausea, vomiting, loss of appetite, weight increase or decrease, diarrhea,  constipation,  abdominal 
symptoms, paraesthesias/feeling of numbness, visual disturbances, respiratory symptoms, feeling of weakness, back, Iimb, joint and 
muscle pain, circulatory symptoms (increase or decrease in blood pressure, palpitations, syncopes), occasionally water retention in 
the face or in the legs.  
In isolated cases, erythema or local reactions can occur at the injection site. In rare cases, general allergic reactions (fever, itching, 
and exanthema) are also possible. 
As with all parenterally administered peptide compounds, the occurrence of anaphylaxis cannot be completely excluded. 

Special Warnings for Safe Use 
In Prostate Carcinoma 
Patient with known depression or existing depressive moods should be monitored carefully under therapy. The therapeutic success 
should be checked regularly (but in particular in the case of signs of progression despite adequate therapy) by means of clinical 
examinations (rectal palpation of the prostate, sonography, skeletal scintigraphy for the checking of reactive bone changes, computer 
tomography) and by monitoring of the phosphatases or of prostate specific antigen (PSA) and of serum testosterone. 
The reaction to the therapy with DivaLin can be checked by measurement of the serum levels of testosterone, acid phosphatase and 
P5A (prostate-specific antigen). Thus, the testosterone level initially increase at the start of treatment and then falls again during the 
course of a period of two weeks. After two to four weeks, testosterone levels such as are observed after a bilateral orchiectomy are 
reached, and are maintained over the entire treatment period. An increase in add phosphatase levels can take place in the initial 
phase of the therapy and is of temporary nature. Usually, after a few weeks normal values or approximately normal values are 
reached again. Patients having threatening neurological complications, spinal column metastases and urinary tract obstruction should 
be under continuous monitoring. If possible in-patients monitoring, during the first weeks of treatment. 

In endometriosis 
Patients having known depression or existing depressive moods should be monitored carefully under therapy. Oral contraceptives 
(contraceptive pills) are to be discontinued before the start of treatment with DivaLin. For safely, in the first month of the treatment 
other measures for the prevention of a pregnancy should be carried out, e.g. mechanical contraceptive measures such as condoms. 
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The first injection should be carried out approximately on the third day of menstruation in order largely to exclude on existing 
pregnancy. In the case of doubt, carrying out a pregnancy test is recommended. In the course of the therapy a lowering of the sex 
hormone levels occurs, such that a later occurrence of a pregnancy is not be excepted. DivaLin should be administered at monthly 
intervals which are as exact as possible. As an exception, an alteration in the injection appointment by few days does not adversely 
affect the therapeutic success, but increase the risk of breakthrough bleeding. 
Result on the fertility rate after the end of therapy from controlled studies are not available. In long-term observations in open studies, 
pregnancies occurred in previously infertile women. 
In very rare cases, on treatment with GnRH analogues an irreversible menopause can occur. This has not been observed up to now 
with DivaLin. 
In the treatment of endometriosis, care should be taken that in the therapy of a mild clinical picture a careful benefit-risk assessment 
is carried out an account of the later high recurrence rates. It should, however, also be taken into consideration that the recurrence 
rate is further increased, the further advanced the stage of endometriosis is at the time of therapy. 
In severe forms of endometriosis, following the therapy with DivaLin a possible surgical after treatment should be taken into 
consideration. 
 
In the menopause, the bone density decreases (can lead to osteoporosis). A decrease in the bone density can also occur after 
several months use in the case of medicinally induced oestrogen deficit, e.g. with DivaLin. After discontinuation of therapy, the bone 
demineralization can remit within 3 to 6 months depending on the location. In some of patients, this degeneration can lost beyond this 
period. 
Patients having high blood pressure should be monitored particularly carefully. 
 
Should not be used in women who are breast-feeding. 
 
A  worsening  of  sign  and/or  symptoms  of hormone-dependent disease (e.g. endometries, prostatic carcinoma) has 
occasionally occurred during the first 1-2 weeks of DivaLin therapy (secondary to DivaLin induced stimulation release of gonadotropin 
and result ovarians and testicular steroidogenesis, and those sign and of symptoms will be subside if the therapy is discontinued). 
Because safety in women has not been established beyond 6 months and because of concerns about potential long-term effect on 
bone density DivaLin therapy extending beyond this period of additional courses of therapy with this or another GnRH analogue 
currently are not recommended in women. 
Patient should not use this drug if they have undiagnosed abnormal vaginal bleeding, or and allergic to any of the ingredients of this 
drug. 
A repeat of an anaphylactic reaction to synthetic GnH (Gonadorelin HCI) has been reported in the medical literature. 
 
INTERACTION WITH OTHER AGENTS 
Pregnancy and lactation 
DivaLin is contraindicated during pregnancy and lactation. 
 
Effects on fitness to drive and to operate machine are unknown. 
 
OVERDOSE 
Intoxication symptoms have hitherto not been observed. Even in the case of administration of dosed of up to 20 mg of leuprorelin 
acetate per day over the course of two years, which were used in the first clinical studies, it was not possible to find any other side 
effects or new side effects which differ from those after daily administration of 1 mg or monthly administration of 3.75 mg. 
 
 

ON DOCTOR'S PRESCRIPTION ONLY  
HARUS DENGAN RESEP DOKTER 

 
PHARMACEUTICAL PARTICULARS 
List of excipients: 
Gelatin, Mannitol, Carboxymethylcellulose Sodium, Polysorbate 80, Copolymer of DL Lactic/Glycolic Acid, Water for Injection 
 
PRESENTATION 
DivaLin 3.75 rng x 1vialwith 1 solvent ampoule, 1disposable syringe and 2 22 G1 ½ needles. 
 
Reg. No.: DKI1811300744A1 
 
Storage Conditions: 
Do not store above 25"C. 
Keep the container in the outer carton. Do not freeze. 
 
Manufactured by: 
Eriochem S.A., Paraná, Argentina 
 
Imported and Marketed by: 
Darya-Varia 
LABORATORIA 
 
Jakarta, Indonesia 
 
MST-PR-4022-04 
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MST-PR-4218-01

Kandungan DivaLin Mikrokapsul lepas lambat, agen pelarut 
Zat aktif Divalin adalah mengandung leuprorelin acetate
Bahan lainnya 
Gelatin, Mannitol, Natrium Karboksimetilselulosa, Polisorbat 80, Kopolimer DL Asam Laktat/Glikolat, Air untuk Injeksi
Tampilan DivaLin dan kemasannya 

DAN INFORMASI LAINNYA
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