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Section 21 Outcome Letter
2025-06-16

Ms Buhle Mbongo

National Department Of Health

Pretoria

buhle.mbongo@health.gov.za

Dear Ms Buhle Mbongo

REQUEST TO USE UNREGISTERED MEDICINE IN TERMS OF SECTION 21 OF THE
MEDICINES AND CONTROLLED SUBSTANCES ACT, 1965 (ACT 101 of 1965):

Your application dated 2025-06-11 refers

A. STATUS: Approved

B. APPLICANT: Ms Buhle Mbongo

C. IMPORTING COMPANY: EQUITY PHARMACEUTICAL (PTY) LTD

D. NUMBER OF PATIENT/(S) INTENDED TO BE TREATED: 20

E. UNREGISTERED MEDICINES: GENERIC NAME: No Data

F. TRADE NAME: Mitomycin Injection

G. QUANTITY: 560 Packs
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H. LETTER NUMBER: S2100005142

Section 21 authorization letters are valid for a period of 6 months from the letter date,
unless otherwise specified.

A progress report must be submitted once treatment is completed or on a
reauthorization request

Comments:

Yours faithfully,

Dr S Munbodh

Manager: Section 21 Category A Medicines

Ms Luleka Dhlamini

Final Approver
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l$i Mitomycin lnjection lP

MITOMYCIN

wARilll{G
rriilo.rt* ,pr-tion lP should be administered under the

suoervtsion ot a quatified physician experienced in the use

oi',un,rr. chemotherapeutic agents, Appropriate

*unrr*rnt of therapy and cornplications is possible

pnUr,yiberiadequate dlagnostic and treatment facillties a(e

readilv avallable
g;n, ,i,to* tupp,rtsion. notably thrombocytopenia and

[rroorni, ,niin may contribute to overuhdming

iniections in an atreaoy compromisod patfent is the most

,orron *O severe 0f the toxic eflects ol Mitomycin

iniection lP

iii-.1;i, uremic St,ndrome lHUS) a serious

..#oriiation ot chemot'herapy. consisting primarily ol

microanoiooattrn hemolytic anemia, throrilbocytopenia'

,nO irevetsiUte renat lailure has been reported in patieAts

receiving systemic Mitomycin inlection lP The synqomg

mav ociur at any time during systemic therapy wm

Mitomycin iniection tp as a single agent or in combination

with oiher cfrotoxic drugs, however, most cases occur at

Joses >60'mg ol Mitomycin inlection lP Blood product

tr.nsi*,on miy exacerbite the symptofls associated

withthis sYndrome.

The incidence ol the syndrome has not been delined'

c0MP0slTl0tl
Each vial contains

Mitomycin lP

Mannitol lP

DESCRIPNON

Mitomvcin iniection is a sterile bluish violet lyophilised mass'

n contiins minnitol, sodium hydroxide, water lor iniection as

,riioiint . Uitorycin is an antibiotic isolated from the broth

oiiieptomyces iaespitosus which has been shown to have

antiilmor activity.

inemotecutart6rmutais C,uH,,N.0, and its molecularweight

is 334.3 !!sl!Lrrc!q!q!!qrylgi!;

Lyophilized

CONTRAIIIDICATIONS

l,ritomvcin iniection rp is contraindicated in patients who have

lr*otitirrttil a hypersensitive or idiosyncralic reacti0n to it

inlhe pasl.

fr.lito,,irrin iniarfion lP is contraindicated in patients with

ir,romrioi}ltorienia coagulation disorder' or an increase in

bleeding tendency due to olher causes'

DOSAGE AND ADMINISTRATION

nlitomviin snoufo Ue given intravenousty only, using care to

avoid extravasation ofthe compound' lf extravasation 0ccurs'

cellulitis, ulceration, and slough may result'

ntei tutt nematotogical recovery (see guide to dosage

aoiustmentt from ariy previous chemotherapy the lollowing

cosaoescneOutemaybPUSedat6tosweekintervals:

i6-r".q/nf intt*rnorsly as a slngle dose via a functioning

inlravenous calhetet

Aeca*, ti cumulative myelosuppression, patients should

t.iuttv ieeraruateo attereach course o{ Mitomycin injection'

rp ,nd tf'e Oote reduced if the patient has experienced any

toxicities. Doses greaterthan 20 mg/m'zhave not been shown

io ue more efiective, and are more toxic than lower doses'

Guide to dosage adiustmenl:

lladir allor Prifi doso

LeucocylE/mml
Platelets/mm'

Porceniage ol Priol

dose to be glron

>4000 >100,000 100%

,3000-3999 75,000'999S9 100%

2000-2999 75,000-99999 70%

<2000 <25000 50'/"

r.v. Ftutut- SlsbilltY

5% Dfxtrcse lnlection 3 hours

0.9% Sodium Chloride lniection 12 hours

Sodium Lactate ln,ection 24 hours

N0 reoedt dosa0e sh0uld 0e glven until leukocyte count has

;ir;rd tr 400dl"r' and a piatelet countto 1 00'000/mm''

W'nen-w,to.ycin lnjection lP is used in combination with

oiner myrtoirppr.essive agents, the doses shogld be

adiusted accordingly. lf the disease continues to'progress

uii" t*o ,orttes oi t titomycin lniection lP the drug should

oeitoppeo since cfrances oiresponse are minimali

Reconslilulion:
ii.n ,iL ,ortrin, Mitomycin 2mg, 10 mg, 40 mg' To

iOrinirtrr add Sterile Water for lniection, 4 ml, 20 ml and

80 mt respectively. Shake to dissolve lf product does not

ourofw irrrOiaify, allowt0 stand at roomtemperature until

solution is obtained

StabilitY
1 Unr;constituted l\,4itomycin lnjection lP st0red at r00m

Em0erature is sEble for ths lot lite lndicated on th€ p ac kags '

Avoid excessive heat tover 40" C, 1 04' F)

2.Reconstituted with Sterile Water lor lniection t0 a

concentiation of 0.5 mg per mL, Mit0mycin iniection lP is

stablefor 1 4 days refrigerated or 7 days atroomtemperalure

3.Diluted in various l.V fluids at room temperature' t0 a

concentration ol 20to 40 micrograms permL:

l**
-5-,

CtINICAt PHARITIACOLOGY

Pharmacodynamics
Mitomycin i;jection lP selectively inhibits the synthesis of

J*o*r,ibonr.iri, acid (DNA). The guanine and cytosrne

cont;nt correlates with the degree of Mfiomycin inlection lP -

induced cross-linkino. At high concentrations ol the drug'

cellular RNA and p{otein synthesls are also supP'ossed

PharmacokinetiGs
in humans, Milomycin injection lP is rapidly cleared from.the

ierum after intravenous administration Time required t0

ieduce the serum concentration by 50% atter a 30 mg bolus

rniecron rs'17 minutes. After iniection of 30 mg' 20 mg or

to mo LV.. the maximal serum concentrations

2.4 uolnL. 1.7 lJdml, and 0.52 gg/ml, respectively'

creafiice ri eneaedprlmarily by metabolism in the liver' but

metabolism occurs in other tissues as well The rate of

clearance is inversely proportional lo the maximal serum

.on.enttrtion becauie, it is thought' of saturati-on oI the

degradative PathwaYS.

no"oroiirnurdr, 10% of a dose ot ilitomycin inicatoh:lP ls

dcraeo uncnangeo in the urine srnce metabolic pathwayq

ne saturated at relatvely low doses, the perceql 0l a oqse

oxcrotod in urin€ inc'rese3rrtieoroasing daiA{c chlldIoft

excreh0n ol intravenously administ8red Mitomycin iniection

lP is similar.

titDlcATl0l{s
Mitomycin is not recommended as singleag$t' p*m'y

therapy. " ''.l^
It has been shown to be useful in thsthempy ol disseminatsd

eaio6alcJiofiu ol he sEmach or pancreas in proven

combinalions with other approved chemotherapeutic agents

and as palliative treatment when other modalities have failed

Mitomycin is not recommended to replace appropriate

surgery and/or radiotheraPY.

2mg/10m9/40m9
q.s.

o\-rx,
o.

o
xrl-A

jr. llx.c- Y
o

4 The combination 0l N,illtomycin injection lP (5 mg t0

1 5 m0) and heoarin (1,000 units to 1 0,000 un[s) in 30 mL ol

0.9"1" 5ooium dhtoride lniection is stable for 48 hPUrs atroom

temperature.

OVERDOSAGE

No data is available.

AOVERSE REACTIOT.IS

Bone MarrowToxicily
This was the most common and most serious loxicity

Thrombocytopenia and/or leukopenia may occur anytlme

within I ws6ks a{ter 0nsstolthompy'wlh'Nt}avefagetimsot4

weeks. Recovery atter cessation ot therapy was within 10

weeks. Mitomycin Fjection lP produces cumulative

myelosuppression.

lntegument and Mucous Membra0e Toricity

itriitras occuned in approximately 4% of patients treated

with l\4itomycin lnjection lP Cellulitis at the injection slte has

been reporied and is occasionally severe' Stomatitis and

arooecra also occLI lleque,lt,) Rasnes are iarely. repolte0'

The most important dermatological problem lrtth thls drug

however is the necrosis and consequent sloughing of tissue

which results if the drug is extravasated during iniedion'

Extravasation may occur with or without an accompanying



stinging or burning sensation and even il there is adequate

blood return whenthe iniection needlejs aspirated

RenalToxicitY
Rise in creatinine.

Pulmonary ToxicitY

This has o;curred intrequently but can be severe and may be

life threatening. Dyspnea with a nonproductive cough and

radiographic evidence ot pulmonary intiltrates may be

indicrtive ot Mitomycin lniection lP -induced pulmonary

toxicity. ll other etiologies are eliminated, Mitomycin lnjection

lP therapy should be discontinued. Steroids have been

employed as treatmenl ol this toxicity, but the therapeutic

value has notbeen determined

Hemolytic Uremic SYndrome (HUS)

This sirious c0mplication of chemotherapy, consisting

primanly of microangiopathic hemolytic anemia (hematocrit

3 zsi"1, tnromoocytopenia (<100,000/mm'), and

irreversible renal lailure (serum creatinine 21.6 mg/dL) has

been reported in patients recerving systemic Mitomycin

iniection lP Microangiopathic hemolysis with lragmented red

blood cells on peripheral blood smears has occurred.

Other less frequent g0mplications o.f the syndrome may

include pulmonary edema, neurol0gic abnormalities and

hypertension. Exacerbation 0tthe symptoms associated with

HUS has been reported in some patients receivlng blood

product transfusions. A high mortality rate has been

associated with this sYndrome.

The syndrome may occuratanytime during systemictherapy

with Mitomycin inlection lP as a single agent or in

combination with other cytotoxic druos: Legslrequently, HUS

has also been reported in patients receiving combinations 0f

cytotoxic drugs not including mitomycin inlection lP

patients developes the syndrome at total doses exceeding

60 mg of mitomycin injectlon lP Consequently, patients

receiving > 60 mg o{ mitomycin iniection lP should be

monitored closely for unexplained anemia with fragmented

cel s on periphera! bl0od smear thromb0cytopenia, and

decreased renaltunctlon.

The incidence ofthe syndrome has not been defined. Therapy

forthe syndrome is investigational.

CardiacToxicily
Congestive heart Jailure, otten treated effectively with

diuretics and cardiac qlycosides, has rarely been reported.

Acute side effects due to Mitomycin lnjection lP were leve(

anorexia. nausea, and vomiting.

0thel
Headache, blurring of vision, confusi0n, drowsiness'

syncope, lattgue, edema, thrombophlebitis' hematemesis,

diarrhea, and pain. These did not appear to be dose related

and were not unequivocally drug related. They may have been

due to the primary or metastatic disease processes.

distess occurred within minutes t0 hours after the vinca

alkaloid iniection. The total number of doses lor each drug

has varied considerably. Bronchodilators, steroids and/or

oxygen have produced symptomatic relief

A tew cases 0f adult rbspiratory distress syndrome have been

reported in patients receiving Mitomycin lnlection lP in

combination with other chemotherapy and maintained at Fl02

concentrations greater than 50% perioperatively. Therelore,

caution should be exercised using only enough oxygen t0

provide adequate arterial saturation since oxygen itself is

ioxic to the lungs. Careful attention should be paid to lluid

balance and overhydration should be avoided.

Bladder librosis/contraction has been reported with

intravesical administration (not an approved route of

administration), which in rare cases has required cystectomy.

Pediatric Use

Salety and etfectiveness in pediatric patients have not been

established.

STOBAGE

Store between 1 5"C to 30"C.

Protectlrom light.

PRESEI{TATIOI'I

MITOMYCIN (Mitomycin lnjection lP) is avallable in a vial

containingMit0mycinlP2mg/10m9 /40m9.

WARNINGS

Patients being treated with Mitomycin Inlection lP must be

observed carefully and frequently during and aftertherapy

The use ot Mitomycin lnjection lP resuits in a high incidence

ot bone marrow suppression, particularly thrombocytopenia

and leukopenia. Therelore, the tollowing studies should be

obtained repeatedly dunng therapy and for at least eight

weeks following therapy: platelet count, white blood cell

count, diffore0tiat, and hemoglobin. The occurrenca of a

platelet count below 100,000/mm' or a WBC below

4,000/mm' or a progressive decline in either is an indication

to withhold furthertherapy until blood counls have recovered

above these,levels.

Patients should be advised of the potential toxicity of this

drug, particutarly bone marrow suppression. Deaths have

been reporled due to septicemia as a result of leukopenia due

to the drug

Patients receiving Mitomycin lniection lP should be observed

for evidence ol renal toxicity. Mitomycin lniectlon lP should

not be given to patlents wilh a serum creatinine greater than

1.7 mg percent.

Usage in Pregnancy

PregnancyCategory D. Sale use olMilomycin lnjection lP in

pregnant women has not been established. Teratological

changes have been noted jn animal sudies. The etfect of

lvltt0rnycin lnioction lP on lertility is unknown.

ilursing Iilothers

It is not known it mitomycin is excreted in human milk

Because many drugs are excreted in human milkand because

ot the potential for serious adverse reactions in nursing

iniants lrom mitomycin, it is recommended that nursing be

dispontinued when receiving mitomycin therapy

PRECAUTIONS

Acute shortness of breath and severe b{onchospasm have

been reported lollowing the administration ol vinca alkaloids

in patlents who had previously or simultaneously received

l,4itomycin lnjection lP . The onset of this acute respiratory
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