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DR. RAM MANOHAR LOHIA INSTITUTE OF MEDICAL SCIENCES
VIBHUTI KHAND, GOMTI NAGAR, LUCKNOW-10(U.P)

HRF/PAC/2025
3u3

Notice

Dated: 17.0ct. 2025

Sub:- Procurement of following items on proprietary/ single quotation basis for different department

The Dr. RMLIMS, Lucknow intend to procure following item (s) manufactured as per mentioned against
item name for Mycobacterium w (Heat killed) Injection on proprietary/ single quotation basis from
their authorized dealer/ seller as per enclosed Technical Specifications.

| Product details Principle Company Subsidiary Company | Authorised Seller/
no (Manufacturer) (Marketing) Company/Dealer
1 | Mycobacteriumw | M/s Cadila _ M/s Manglam
(Heat killed) Pharmaceuticals Associates, Lucknow-
Injection Limited, 1389-Trasad 226006.
Road, Ahmedabad
(India) -387810

The Proprietary Certificate for above items (s) submitted by principle company or their authorized
seller/ Company/ Dealer is attached. The above documents are being uploaded for open information to
all manufécturer/ supplier to submit comments / objections/ representation on the chairmen. (HRF), Dr
RMLIMS, Lucknow on email id hrftendercell@gmail.com, from the date mentioned above, falling which
it will be presumed that no other supplier is having any comment to offer and the case will be decided
on merits. The comments/objection/representation to be submitted on the following:-

(i) Weather the above medicine/surgical items is manufactured by any other manufacture
other than as per mentioned principle company or their Authorized seller/company/Dealer.
(ii) Fulfill all the parameter(s) as per technical specifications.

Encl: - Related documents enclosed.

(1) HRF Requisition form

(2) PAC Certification of company letter.

(3) Authorization from company letter. }\,J "l (
Chairman (HRF)

Dr. RMLIMS, Lucknow



- HRF Requisition Form o
Request for new items/upgraded version
(Drugs, Consumables & Disinfectants)

(‘X' if is not applicable)

1. Name of item (generic name only, no brand name) HEAT KILL [Zv Mcey

......................................

the request will not be entertained for another, ;rand.
e 2. Quantity needed (Permonth) ..................(. e 7! "}Hh
‘ 3. Probable Source (1) ....cocooiviiiiiiiii

L TSRO 2 2% ....... ) O}%\ﬁ\;\/\ﬁ;

(If only one source pleasé sign. The P-3 Form on back page

Similar item available In HRF inventory? -Yes/Ng/
5. If yes then, why this EM? .......coocoviiiirnirr e
6. Do you want this item to be made available on regular basis
7. Ifyes, then what will be the monthly consumption of this IteM? oo
8 |s same item in single unit be used on many patients ? If yes then specify the

Number of times/Number of patients, the unit will beused.........ccoeiiiiii
9. Wil it be a part of any procedure (Dossier, please specify the name of

procedure........... g e s 4 B, L S TR i PR S
10.If it is an upgraded version of an 'existing item in HRF inventory, do you want old

version to continue? - -Yes/No

11. Justification for new, requisition. ...\ o7 JL EEAAER e AT AU
........ éfj? At 774,/]/1//%
d- |
=
Zelols \g\ -

, s .
4\'\( (sMe S rearDaparment)
p

\[J Dr. Ishwar Ram Dhayal
MBBS,MS,M.Ch. (AlIMS)
Professor & Head

AR Trgngplant
Please note that new item will be processed for short-term ‘“ra';‘é; CbHTPé&?V &)%EP’%V ?5 :n
about 1-2 months time.




FORM f&-3 =«

Dr. Ram Manohar Lohia Institute of Medical Sciences, Lucknow

PROPRIETARY ARTICLE CERTIFICATE

............

quired should be purchased from M/s.. 771

It is certified that the items re
e manufacturers

-G ATES
A COCATES Who are the sole manufacture/agents of the sol

P I AR AR AR

........

MIS oo CADILA. PHARMIB oo

Similar items manufactured by other firm(s) shall not be suitable for our purpose for

the following re::ns:- 9)/ /{ﬁwm | V\%/@é&
Sef 1l Cacnua @W COrA

—

Sidnature oflndenter
275, M.Ch. (A1IVS)

r & Head

s o
v & Renal Transnlan:

Requisition No: / aar, Luck
Department UW 0 =
Dated : 25? ﬂ &%{’7 =

sign
< 2/
Sh ,Depa}imentl Section
e Ham DF
MBBS Mo xy o 18Yal
Pf‘uf:th'l‘wS'M‘Ch. .’»\!;;:.
Dept. of i assop & HEG\J.,MD)
91(?\95' & Renal Tranen
M9., Bomti Nagap !':r::ﬂfant
Sty LUexnow

N
[ A

N.B. The Indenter before recording the above cerificate should satisfy himself that the

red under patent laws.

article is genuinely of proprietary na,t_g“_re,_manufactu




Food & Drugs Control Administration

BLOCKNO. 8, v FLOOR, D JIVRAJ MEHTABHAVAN,
GANDHINAGAR, GUJARAT STATE. INDIA FIN 382010

| Certificate No. : 22113488

On rfe bcuu oftfe mspe’ctwn carrwd out,on 09- 10L1@1/2022~we certify thul the site mdu utec{on

2 Manufacturer’s

© G/10%0

number :
3 Table:1 ’ \ . ;
Dosage j’orm o o1y (i Activity (ies)
chlet Capsule, Oral LIquld,gS olun Manufacturer

Bulk Drug (API- Strep#okinase) : y 4 el
Tablet, Capsule ,Dry Syrup, Small Volume arente ta-lactum
(Dry Powder - Injection) o
Tablet, Capsule ,Dry Syrup, Small Volume Parenteral |’ Cephalosporin
(Dry Powder - Injection)

The responsibility for the quality of the mc[ww(ua[ batches of the pharmaceutical products
manufactured through this process lies with the mcmufacturm

This certificate vemains valid until 16/11/2025 It becomes invalid if the activities and /or
categories certified herewith are changed or' if tﬁe site is no [onger considered to be in
compliance with GM7P Y} f /, :

.‘;

JFormat of this certificate is as yer 'W}[O ‘TRS .No 908 qf

/f

#

Address of certifying cmt/iorxty

Food & Drugs Control Admmlstration, Block No
8, 157 floor, Dr. Jivraj Mehta Bhavan, o

>

Gandhinagar, Gujarat State, India. ~ Pin : 382010 y\(ame ‘& function of : (Dr. 3,6 KOSHIA)
73 o B res_ponsrﬁfe Person C"m’"'ss“mﬂ

Email  comf tﬂa@gulamtﬂm”" T g,

Phone 5;,-;_;');232_53;?}, Fax : 9179-232:53400

Date 17/“/202‘5




& CADILA

weze PHARMACEUTICALS
Limitn

CADILA PHARMACEUTICALS LIMITED

1389, Trasad Road, Dholka, Dist. Ahmedabad, Guijarat, India.
Phone:+91-2714-221481/83/84, Fax: +91-2714-221848

CERTIFICATE OF ANALYSIS
QUALITY CONTROL DEPARTMENT

Product Name 1| SEPSIVAC

Generic Name :| MYCOBACTERIUM W (HEAT KILLED) INJECTION

Batch Size :| 5000 Vials A.R. Number | FG/DHLK/2404007

Batch Number G024002 Pack Style :| Vial

Mfg. Date ;| Sep. 2024 Exp. Date | Aug. 2027

Specification Number 1| DP-A797-014-04 STP No. 1| STP-A797-014-04

Date of Analysis | 16/09/2024 Date of Report 1| 12/10/2024
SPECIFICATION .

S.No. TESTS RESULTS
1 |Description Colorless opaque suspension in which [Colorless opaque suspension in which
cells are suspended having tendency |cells are suspended having tendency to
to settle on keeping aside scttle on keeping aside
2 |Identification Acid fast Mycobacterium identified  |Should comply for identification of
by Zeil-Neilson staining - |acid fast Mycobacterium by Zeil-
Neilson staining
3 |pH 7.1 6.0to 7.5
4 |Sterility Sterile Should be sterile
5__{Bacterial Endotoxin {est {Lessthan-25 EU/ml——— [Not-more-than25-EU/ml
6 |Extractable Volume 0.70 ml Not less than 0.6 ml
7 |Light absorbance 0.80 0.6t0 0.9
8 [Sodium chloride 0.97 % wiv 0.81%w/v to 0.99%w/v
content (0.9% w/v) :
9 | Thiomersal 0.010 % w/v. 0.008% w/v to 0.012% w/v
10 |Assay
Animal Assay (Nodule |Greater than and equal to 2.3 mm Not less than 1.5 mm
test) '

Conclusion: The Product is standard quality in respect of above specification.

Date :
(Executive-Q.C) :

Prep%red By: \%/‘\Q Y?/V\

FORMAT NO. : FQC214-02/00

Checked By :
Date :
(Manager-Q.C) :

Page 1 of 1

Approved By :
Date :
(Head-Q.C)

e

\kl\o




FORM 26

(See Rules 73 and 83)

Certificate of Renewal of Licence to manufacture for sale of Drngs
Other than those specified in Schedule X

Certified that Licence indfom 25 No:G/1500 Granted on the Date: 06/07/1999
Form 28 No:G/1090 Granted on the Date: 06/07/1999

To Mis. CADILA PHARMACEUTICALS LTD.

for the manufacture of the following categories of drugs being drugs other than those specified
in Schedule C and C (1) and "X" to the Drugs and Cosmetics Rules. 1945 drugs Specified in
Schedule Cand C (1) excluding those specified in Schedule "X" to the Drugs and Cosmetics
Rules. 1945, '

at the premises situated at PLOT NO. 1389, TRASAD ROAD. DHOLKA, DIST :
AHMEDABAD

has been renewed from : 01701 /20] 8 To 31/1 2/2022

Name(s) of drugs (cach item to he separately specified) = As per list Approved & Annexed

Names of approved competent technical staff : As per list Approved & Anncxed,

# Ny, i
. f‘w\\

Comnussioney”

Food & Drugs Control Adininistration
Gujnrat State.

T QU 6T
5 \}. "




i

NOMEG/ICADILA /
COMMISSTONMER of.
Food & D up Control Administration.

- Block No&. 17 Goor, Dr. Siveay Mehta Bhavan,
:‘:f: _A,“J)HINA(:AR KAL)
- DATE : ,,

o { 4 FEB 2018

I,

SCADILA PHARMACEUTICALS LTD.,

PLOT NO. 1389, TRASAD ROAD, DHOLKA,

DIST : AHMEDABAD
SUHR - Renewal of licence for the Period 1 3018 - 2022
T
R Yo applicadion indernyNe. 24 & 27 Dared : 307122017
Licenedhaving foliowing details has been renewed for a peried of Five Yeurs,
IR Detatls of Licence :
il
Form | Licence | Datcol ::gtjch‘?d_fgr_x:_x_x_;ff_e!j«o_d/ f Category -
No. Ne. | Lieence ___From To ! e
238 (»’!‘Clﬂ 06N0711999 1A 72018 3171272022 P TABLET.GRANULES, € APSt ORAL
IR, {110U1D, POWDER
1 Giasn 061771999 B0 Junnon ¥ TABLELGRANULES, CAPSULE, ORAL,
N S | LIQUID_SVP, ORY SYRUPBULK DRUG
il Appnn od lechmml Person (Manufacturing Qcctmn)

ot

Lncl:- ’"f Reneveal Certificate
N3,

Copy with a cop

ASFERLISTAUPROVED AND ANNVENER

Approved Technieal Person {Testing Seetion)
ANEFLE LT ACPROVED ANIY ANNUNED

Further you nre also permilted to get your mw materials and finished products tested at any govt. approved
public u.htmy faboratories imklm;, appraval in form 37 under Drugs & Cosmetics Rules 1945, anly for those fests
which require sophisticited equipments.

You are requested to get the products amended as per Iatest LP, wherever applicable,
Further you are asked for compliance with vespect to DCGH notilication dated 07/08/2014 for products
containing single ingredients (except {or export purpose)

Yours |
UoERw

For Cdmmissioner,

Foad & Drugs Control Administaition.

pithiully,

< Listof Products Approved

MECICADILAT BBt -

forwarded fo -

olapproved istof pr

IRRICES
H‘ The Awsm t Commissioner, A!l!\ﬂ}()lr\n*\nmt!RAIJ( ANBHINM(M!

For Commissioner,
Food & Drugs Control Adminisirion.

e smmmedpviras



RETENTION OF LICENCE

Retention of Licence to manufacture for sale (or for distribution) of drugs
specified in Schedules C, C(1) excluding those specified in schedule X

Certified that Licence in Form 28 No: G/28/1090 Issle Date: 06-Jul-1999

To Mis. CADILA P! IARMACEUTICALS LIMITED
to manufacture the following. categorles of drugs bemg drugs Specified in Schedules C and C (1)

excluding those specified in Schedule "X " to the Drugs and Cosmetics Rules, 1945, at the premises
situated at 1389, TRASAD ROAD DHOLKA-382 225, DISTRICT:AHMEDABAD, GUJARAT,

has been retained from: 01-Jan-2023 To 31_[)3(;..2027‘ S

Name(s) of drugs : h | : As per list Approved

Names of approved competent technical staff . As per list Approved
ESigné.tf‘turé f (This Document is Digitally Signed.)
£ ’ : Dr. H. G. KOSHIA

Commissioner
" Food & Drugs Control Administration
- Quijarat State

in 3*‘ﬁbnths before its

ﬂ:’ ;ﬁ’;}ﬁ ¥ Reg ID : 631706 Doc ID: RC945700001090
7Ly .,‘ (6
i} ra{{:’és 7% CADILA PHARMACEUTICALS LIMITED Digitally sighef by
" 3L @ Print Date : 16/12/2022 11:23 AM DatgfR02£:92.16

e
R Reasomgign
s Location: AHD



RETENTION OF LICENCE

Retention of Licence to manufacture for sale (or for distribution) of drugs
other than those specified in Schedules C, C (1) and X

Certified that Licence in Form 25 No: G/25/1500 IssU’efDate: 31-Dec-2012

To M/s. CADILA PHARMACEUTICALS LIMITED

to manufacture the following categories of drugs being drugs other than those specified in
Schedules C and C (1) and Schedule "X" to the Drugs and Cosmetics Rules 1945, on the premises

situated at 1389, TRASAD RUAD; DHOLKA- 382225, DISTRICT:AHMEDABAD, GUJARAT,
INDIA
has been retained from: O?-Jan-2023 To 31-Dec-2027 7

Name(s) of drugs . As per list Approved

Names of approved competent technical staff . As per list Approved

Signature (This Document is Digitally Signed.)
/, ; S Dr. H. G. KOSHIA

Commissioner
~ Food & Drugs Control Administration

,,,Desig’nation s
~Gujarat State

Date: 16-Dec-2022

Note: You are requestea io apply for the Retention of the above licence in 3'months before its
VALIDITY EXPIRES.

e Reg ID @ 631699 Doc ID: RC0O77300001500

FAEHEGH CADILA PHARMACEUTICALS LIMITED
2r Print Date : 16/12/2022 11:21 AM




in both 0.2 and 0 3 grouns (p=0.0001). SOFA scoring clearly showed that patinnts receiving 0.3 Mycobactarium w
{Heal Killed) injection had eadiesl decreass in scores with 83% of the patients recovering on day 15 and 100% on
day 22 ag comparad to other groups receiving Insser doses as well ps the standard troatiment group. Patiants
receiving 0.3 Myrosacternm w (Heat Killad) Injection dote had significant earty tecovery of organ function
including renal and respiratnny, multisystem organ failure, fever, and there was an early improvement of 30FA
Patients roceiving 0 2 Myrobacterim w (Heat Killed) Injection dose also har statistically significant
tin eary recovery in hapatic, reag Atory, cardiovascutar multisystem organ faiture and fevar. Patients
o0t mL dose had marginat early recovery as compared to the standard treatment group although it was
not statisteally significant evcapt m case of faver Mild loeal reactions were seen in 2 patients in 0.1 aroup, 3
in 02 groun and 2 patients in O 3 group There was no serious adverse events observed. Cylokine levels
¥ vated at bazeling in all the groups which was more significant fall in 0.3 group compared to
2tment aeonn. Nowas concluded that 03 Mycobacteritm w (Heat Killed) injection dose seems to be
ineady o function recovery and microbiolegical resolution among all the groups studied. Moreover,
wm w (Heat Killed) injaction may serve as a promising novel immunomodulatory therapy in improving
outcome iy sever Gram Negative Seplic Shock

Aificantly ele

Study 2 - Patients were randomized 1°1 to the expenmenial (AMycobacterium w (Heat Killed) with standard therapy)
o the control arm (standard therapy). Fifty patients with severe sepsis (25 Mycobacterium w (Heat Killed), 25
control) were included in the study. There were 7 and 8 deaths in the Mycobacterium w and control groups,
respectively (p=C 81} The davs on mechanical ventilator were significantly lesser in the Mycobacterium w (Heat
Killed) groun compared with contral (median, & vs 8. p = 0.025). The median ICU and hospital length of stay was
sgnificantiy less in the Mycabacterum w (Heat Killed) arm (7 vs 12 days [p=0 006] and 10 vs 16 [p=0.007),
respactively’. The defta SOFA score was significantly higher in the control arm (p=0.027). There was a higher
noiden condary bactenal infections in the control group (P=0.009). Therefare, the use of Mycobacterium w
fHeat Kitied) in severe sepsis was associated with significant reduction in days on mechanical ventilation, ICU and
v Iower incidence of nasocomial infection, and delta SOFA score.

hospitat fength of

randomized 1.1 10 the evperimental (Mycobacterium w (Heat Killed) with standard therapy)
ndaid therasy). Cne hundred one patients with severe sepsis due lo Gram Negative Bacteria
acterym w (Heat tilied). 101 controly were included in the study. There were 8 and 18 deaths in the
m w (Hear Killedy and control groups, respectively. The primary end point of the study (28 days
m w (Heat Killed) as an adjuvant to standard treatment in sepsis to reduce the 28
was mel. The difference hetween the two treatment arms was 10.89%
5% (relative raduction) which is cinically relevant and statistically significant. (p =
ant difiersnce In tme 1o discharge (p = 0.0001) and time to discontinuation of
10159 betwaen the two arms, whila no significant difference was found in ICU days
d he two arms. The absarved difierence is probably due to highar and early mortality in
eduction in mean SOF4 score from baseline to day 28 is observed in hoth arm. However, the
core 1s significantly more in Treatment Arm as compared to Control Arm (p=0.0132 at day 14,
=0.0181 at day 28). Therefore, the use of Mycobacterium w (Heat Killed) in severe sepsis
ated with significant reduction in days on mechanical ventilation, ICU and hospital length of stay, lower
of SOFA score.

3.3 Pharmacokinetic properties
Nct apphicabie

€.Non Clinical Properties
6.1 Animazl Toxicology or Pharmacology:
Non-clinicai data reveais rio special hazard for human based on conventional studies like acute toxicity studies in

mice & rais and subacule toxicity studies in mice & rabbits.

7.Pharmaceutical particulars

7.1 incompatib .
Mycobacterium w (Heat Kiiled) Injection is not recemmended to be diluted with any i.v. fluids.

7.2 Shelf fife
The sheif life of Mw (Heat Killed) injection is 36 months when stored at +2°C to +8°C.

7.3 Packaging infcrmation
0.6 mL cf thycchacterium w (Heat Kilied) Injection is presented in USP type 1 glass vial.

7.4 Storage and handiing instructions
Store 2t +2°C to +8'C
Do not
Disca«d if frozen,
bafore use
zch of chi
rom light
tuse Mw (Hzat Killed) injeclion after the expiration date shown on the label.

8.Patient Counseiting Informatinn.
Consult the physician for personalized mediczl advice

S.Manufacturer:

& CADILA

e PHARMACEUTICALS
Limitee

Cadila Pharmaceuticals Limited

1382, Trasad Road,

Dhiotka, District - Ahmedabad, Gujarat
Phone: +61-852714-221481/83/24

Fax +01-2714-220315, +51-2714-221%48
Website: www, cadilaphaimma com

16. Market authorization with date
MEBIONS/000057 dated 28-Hov-2019

11. Last Revision details:
Deceiniser 2616

OXXXX

Fot the uea only of a ragistarad medical practitioner or 4 Hoagital or a | aberatory

Mycobacterium w (Heat Killed) Injection

Sepsivac

1.Description:

Mycobacterium w (Heat Killad) Injoction i3 a colouriass opaqgue suspension in which Mycobactorium w cetts are
suspended and having tendancy to settla down during storaga.

2.Qualitative and Q

Each 0.1 mL contains:

Mycobacterium w (Heat Killed) : 0.5% 10° Cells
Sodium Chloride IP ) 0.9 % wiv
Thiomersal IP 0 0.01 % wiv
Water for Injections IP H qs

3.Dosage form and strength:

Mycobacterium w (Heat Killed) injection is a sterile suspension for intradarmal injection. The strength of
Mycobacterium w (Heat Killed) injection is 0.5 x 10° Cells per 0.1 mL.

4.Clinical particulars:

3.1 Therapeutic Indication:

Mycobacteriiim w (Heat Killed) injection is used as immunotherapautic agent in the following disease conditions:
1.Leprosy — in Lepromin negative patients
2. Advanced Non-Small Cell Lung Cancer (NSCLC) - in combination with Paclitaxel plus Cisplatin ragimen
3 Sepsis (due to gram Negative infections) - as adjuvant to the standard treatment
.

3.2 Posology and method of administration :

Pasology:

1. Leprosy
The first dose of Mycobarterium w (Heat Killed) injection is administered by two intradermai inj
each 0.1mL adininistered at lsft and right hand of deltoid regions. Further, 0.1mL of Mw (Heat Killed) injection
is administered in one deltoid area every 3 months interval for 2 years or advised by physician. After initial
dose, lotal of 8 doses is recommended to be taken at 3 monthly interval along with regular multi drug therapy
multi drug therapy (MDT).

2. Non-Small cell lung cancer (NSCLC)

eriatric patients (18 years and above)
Itis adi i i dermally. It is advisahle to inject 0.1 mL of the drug per site. The amount of the drug to
be administered at one time and its freq y of ini ion are d ibed to be dependent on therapeutic
condition.

Usually 0.2 mL of Mycobacterium w (Heat Killed) injection is recommended to be given initially in two-divided
dose of 0.1 mL on each arm followed by 0.1 mL subsequently. The initial dose of 0.2 mL will be given pricr to
one week of onset of chemotherapy and subsequent dose of 0.1 mL each will be administered in adjuvant to
four cycles of chemotherapy (Cisplatin and Paclitaxel) including 3 week (21 days) each cycle. Mw (Heat Killed)
injection is recommended 1o be taken at 2™ and 3" week of each cycle (Intradermal 0.1 mL in deltoid).

Mw (Heat Killed) injection should be administered monthly after completion of all chemotherapy cycles (four
cycle) till 12 months from start of treatment.

3. Severe Sepsis:
A0.3 ml of Mycobacterium w (Heat Killad) injection is given intradermally in three divided doses of 0.1 mi each
onthree different sites daily for three days. Total dose is 0.9 ml of Mycobacterium w over a pericd of three days.
Mw (Heat Killad) injection is recommended lo be prescrived in patient with age 18-65 years.

Method of administration

The recommended site for giving the AMw {Heat Killed) injection is at the insertion of the deltoid muscle near
the middle of the left upper arm. Sites higher on the arm are more likely to lead to keloid formation, the tip of
the shoulder particularly. For cosmetic reasons, a scar on the upper and lateral surface of the thigh may be
preferred and this is an alternative site.

The upper arm must be approximately 45 degrees to the body. This can be achieved if the hand is placed on
the hip with the arm abducted from the body. The skin should be swabbed with spirit and allowed to dry. It is
advisable to use 28 G or smaller gauge (27 G, 30 G) neadle. The operator stretches the skin betwean the
thumb and forefinger of one hand and with the other slowly inserts tha neadle, with the bevel upwards, till bevel
is fully in the demises and not visible out. The needle can usually be seen through the epidermis. A correctiy
given intradermal injection results in a tense blanched raised bleb (Peau D'Orange) and considerable
resistance is felt when the fluid is being Injected.

Ableb typically ot 7 mm diameter follows a 0.1 mL injection. If little resistance is ialt when injecting and a diffuse
swelling occurs as opposed 10 a lense blanchad bleb, the naedle is too deep. The needie should be withdrawn
and reinserted intradermally before more is injected. The subject must always be advised of the normal
reaclion to tha injection. The second dose of injection is to be given one inch apart from previous dosa to
minimize the chance of local reaction.

This injection must be given strictly intradermally.

Injection site reaction and care of tha injaction site:

Following intradermal administration of Mw (Heat Killed) injection, nonmally a local reaction develops at the
immunization site within two to six weeks, beginning as a small papule which increase in size for a few weeks
widening into a circular area with scaling, crusting and occasional bruising. Occasionally a shallow ulcer
develops. Itis not necessary to prolect the site from becoming wet during washing and bathing, but should any
oozing oceur, a lemporary dry dressing may be used until a scab forms. Itis essentiat that air be not excluded.
If absolutely essential an impervious dressing may be appliad but only for a short period (for example, to permit
swimiming) as it may delay healing and cause a larger scar. The lasion slowly subsides over saveral months
and eventually heals leaving only a small, flat scar.




A2 Contraineications;

Mycobactoniim w (Heat I Med) Infection la contraindicated In

o Platory of alatgic vanetiong attributed 1o My
formulation nentioned in section 2

& Individoate with feve

o Progmant snd actating women

o Individunta witly neneralized septic
aldn keatons)

o Pationt wi

obactaritm w (Hent Killad) injoction or nny of the sxciplents m he

ki conditiona (it eczama axiata, a alta should — bhe chosan thit In frae from

e ehranke dabilitating condition othee than the proposad Indication

L4 Hpenlal warnings and pracautions for u U8
BN sle teaclion and cnte Of the Injaction site
Plaasa ena saction 3.2 (posatogy and method of tdminiatration) for dataila information

Bavara ingtion sl reactions, |

argn ulears and ahse ork are mos! e
Honce

Adequata precaution khould be taken whily Intradarmal

ommonly causad by faully Injaction tochnique,
Hsalhcae stafl waell tained in tha procedure

Infoctions and should be administered by a

Afveahactaiom w (Moat Killed) Injection can cause erythama, induratior
goction which aes wanally mild and con ba sell-healing

N and ulceration of the skin at site of
supparting tharapy and necassnry antiblotics

I the condition is not cured then plaass consider
Ayeohactermin

woHeat Killedy infaction s not recommandad 1 ba

Aadminister via Intravenous, subcutaneous,
intrmonoulan injocion

The Intradarmat injection can slaa cause minor active local renctions and local delayod typa hypersensitivity
macion type | and I reaction, newdtis. I condition got worsened or not solf-curad pleasa provida patlent with
Moper suppaiting drug therapy.

35 Drug interactions:
Mycobacttm w (Meat Killed) njection 14 not known 1o have any drug-drug interactions. It is able to induce body's
OWhimmine responas even whan administared with other drugs like cytotoxic, anti-laprosy drugs.

X6 Use in spacial populations:
Animal reproduction studies have nol been conducted with Mycobacterium w (Heat Killed) Injection. It Is also not
known whether Mycohacterium w (Meat Killad) Injoction can cause fetal harm when administerad to a pragnant
Woman or can affact reproduction capacity

Iths not knawn whathen drug ts excretad In human milk, As

many drugs are excretod In human mille, caution should
be exarcisnd whon drug is administored o a NULAING wom

an

Effects on ability to drive and use machines:

No studing on the effects on the abllity to drive and usa machines have baen performed with Mycobacterium w

(Haat Killed) aynction,

3.8 Undesivable effacts:
It has been found to be genarally wall tolerate
The enly side effacts ancountarad ware injai
hours of miection and was llowad by
wleat in tha I weak which heg

d and free from severe systemic adverse sffects In Leprosy treatment,
clion sile erylhema and ulceration. The erythema appeared afler 48
Y induration by 7" day culminating into the formation of a shallow, self-healing
aled with scab formation in the 4" week lmaving a scar, as ohserved in clinical trials.
Severe misction site reactions, large ulcers and abscesses are most commonly caused by faully injection
tachnique whera part or the entire dose is admmistered too deeply.

Kelold formation at the injection site is an uncommon and largely avoidable, complication of Mw (Heat Killed)
netion. Soma slas nre mora prone o keloid formation than others and those using Mw (Heat Killad) injoction
should adhere o the two sites recommended {The mid-upper arn or the thigh). Most experiance has been goined
M he use of the upper arm end it is known that the risk ol keloid formation is increased manifold when the injection
'S gven ata ste higher than the insertion of the deltaid muscle near the middle of the upper arm.

Clinical trials  conducted in pationts with NSCLC  has  shown

trentment-cmargent hnematological toxicities (Mycohacterium w (He
ot packtoxal and cisplating. Out of which, anae

anaemia, Leukopenia, Neutropenia, as
at Killed) injection with paclitaxel and clsplatin
mia was the most commonly reported. There were no grade 3
neutronenia cases reported in test am whereas 2 cases of neutropenia (Mycobacterium w (Heat Killad) Injection
with paclitaxel and cisplating were reportad in control arm (paclitaxel and cisplatin). The overall incidences of grade
3 and 4 non-havmatokogical laboratary toxicities ware low in both arms Among the two arms, the most common
grade 3 and 4 nan-hasmatalogical toxicities were increased transaminase and alkaline phosphatase levels.
Clinical Adverse Events includes hausea and vomiting, diarrhoca, pain, weakness, weight loss, anorexia,
noutopathy, ipation. Bieathlossness, Loss of appetita, Cough, Haemoptysis, Reactogenic reactions,
Neuropathy and alopecia were observed in tost arm. Out of these, Reactogenic reactions (96 out of total 277
adverse events) Nausea and Vomiting (56 out of total 277 adverse events) were most common. All these adversa
events ware grade | and 2. Only 2 patients experienced grade 3 (Diarrhoss and cough) adverse events.

In rendomized, double-bling, comparative study conducted in patient with se
lesser incidence of sacondary hacteral infecton o
posumonia (VAP) was the «
developed VAP, whaies
commonest organising ras
occumed in 2 and 6 casas

psis, the Mw group had significantly
ompared with the control @aroup. Ventilator associalad
ommanes! secondary bacterial infection in both groups; 12 patients in tha control group
5 patients in the Mw group had occurrence of VAP, Acinetobacter baumannii was the

onsible tor nosocomial infections Catheter-related blood stream infection (CRBSI)
N the Mw and cantrol groups, respecuvely. Six patients had both VAP and CRBS|: 2in
734 the control arm: In another Clinical Tral (Phasa lla) canducted in patient with sepsis a total
randortized patents reported adverse events which includes transfusion associated raaction,

Thiombocytapars, Hypokalenia, Transamintis, | ocal site reaction, Hyponatremia, Hypokalemia, Raspiratory
system mvolvement. Dercangad RET Al the raported advers

se events were mild and nane were severe. Local
Sl reactions were found Lo be probably related with the study drug. Transaminitis and Thrombocytopenia

/ related with study drug (standard treatment and 0.1 ml of MW injection). In another clinical trial
din patent with sovare sepsis, twenty seven (27) SAEs were observed. Out of these, eight

of 30 o of 72

WBHE PO
(rhase HH) coig
(081 SAES were observed in Test realment arm and nineleen (19) SAEs were observed in Control arm. This
ndcatns Mycobacterum w (Heat Killed) injection is found t

0 be safe and well tolerated, without any major safety
TONCOMS in patients wath severe sepus

3.9 Overdose:

Ne data is avaitable oo overdose with Mycobacterium w (Heat Killed) injection.

S.Phatmacological properties

8.1 Mechanism of Action:
Inmunomaodulaters or biological response medifiers have beon in vogue since long. They work by altering biological
response of indnaduals to various pathelogical conditions/disease Mycobacterium w (Heat Killed) Injaction is one of

8.2

Such ngent. It containg hant kille Myrobactarium w was an actvn drug It elicits potant call mediated
Immune response when administerad intradermally. Cel mediatad imrmune response are chs.iqn‘ak»d as u:\e Tf\l
typo or Th2 typa depanding on the cytokines liberated by aveited T calls. Interferon Gamma & 'nw’i”wm -2are
cytokines associatad with Thi r65ponse. In notmal healthy individyats there Is a harmony betwean T;n response
and Th2 reaponan. Certain diseasey are nasoriatad with dacreasad The response Thay |r\f}|Jd;3'Malvgna;\c‘ Jam;
Leprosy. Improving Thi response In auch conditions is asseciated with impreved outeomes, 4

substance

Phnrmacodynmmcs Properties:

Mycobactoriim w (Haat Killad) sharas antigans with M. Tubsrculosis a5 wel as Mycobactorium Lepraa. In
experimontal models it 15 found t Induce lympho-proliferative rasponse. The lymphoprolifarative ra5ponse mdu;;ed
by Mycobactorium w (Meat Killed) is the rmost potent of all knowm immune modtators, It provides immunity against
tubarculosls in animals. The protection provided Against tuberculosis by Mycobactorium w (Haat Killed) is
universal. Itis seen in all epacins & strping. BCG al30 provides protaction in animals. Howavar, protaction providad
by BCG Is spaciea and strain specific and not universal - Mycobactarium w (Heat Killed) injection provides
protection againet tuberculosis In species and straing of animals in which BCG works as well as in species and

straing In which BCG fails to provide protection.

Cell mediated immune response are designated as the Th ype depending on the cytokines liberatad
by excited T cells. Interferon Gamma & Interleukin - 2 are cylokinas associated with Th1 response. In normal
healthy individusals there is 2 harmony between Th response and Th? response. Administration of Mycobarstarium
w (Heal Killad) is also asscciated with release of Th1 type cytokines liks Interferon Garmma and Interfaukin - 2

1 type or Th2

Clinical Studies in LEPROSY
Mycobactarium w (Heat Killed) injection exhibits an immune stimulant effect as shown
negative reaction into positive, In a clinical study of leprornin-ne;
patients become leprornin positive after the first dose, 81 %
BL (Bordaring Lepromatous) lepros:
third doses of Mycobacterium w (He.

by conversion cf lepremin
gative BB (Borderiine) leprosy patients, 75%
after the second dose and 100% after the third dose. in
Y the conversion rates wera 43%, 60% and 82% after the first, serond, and
at Killed) injection, respectively.

Lepromin conversion in response to Mycobacterium w (He.
“right mix" of anligenic determinants in the preparation whi
to histopathological upgrading and clearance of dermal g
which could lead to nerve damage.

at Killed) injection is attributed to the presence of the
ich stimulate cell mediated immunity (CM1). This leads
ranuloma without the risk of hypersensitivity reactions

Clinical trials have revealad the beneficial
Killed) in accelerating the bacillary cle.

been shown to produce statistically s
onwarda,

effects of immunomodulation with heat killed Mycobacterium w (Heat
arance and shortening the duration of therapy in multibacillary leprosy. It has
Ignificant (p<0.001) bacteriological fall in LL and BL leprosy from 6 months

Histopathologically, the addition of Myrobacterium w (Heat Killed) injection to MDT (multi-drug therapy), has shown
o higher and statistically significant upgradation in LL and BL leprosy (P<0.00 1) and complete clearance of
granuloma as compared to patients treated only with MDT. Therefora, Mycobacteriim w (Heat Killed) injection is

recommended as an adjunct to MOT in multibacillary leprosy to induce an early bacteriological clearance and
shorten the duration of therapy.

Clinical Studies in NSCLC
Study 1 - Between January 2005 and June 2008, patients with advanced N.
arm A, 26 palients were randomized 1o receive Cisplatin 75 mg/m?
1-3. The cycle was repeated every 21 days. Mycobacterium w
Intradermally every 14* day for 6 months. In arm B. 22 patients
and Etoposide 100 mg/m?on Days 1

SCLC wers randomized to 2 arms. In
on Day 1, and Etoposide 100 mgim?on Days
(Heat Killed) Injection 0.1 mL was administered
wera randomized to Cisplatin 75 mg/m?on Day 1
-3. The cycle was repeated every 21 days.

Mycobacterium w (Heat Killed) injection improved response rate of chemotherapy by 11%
w (Heat Killed) injoction arm vs 27% in controt arm

survival by 4 months (11 months in Mycobacteriu

(38% in Mycobacterium
). Mycobacterium w (Heat Killed) injection also improved median
im w (Heat Killed) injection arm vs 7 months in control arm).

The improvement in response rate and Improved median survival seen in Mycobact:
arm were associated with lower incidenc:

erium w (Heat Killed) injection
e of hematological and non- her
control arm.

atological toxicities as compared o the

Use of Mycobacterium w (Heat Killed) injection improves response rate and median survival in NSCLC.
Study 2 - Patients with advanced NSCLC were randomized to 2 groups. The treatment group (n=9) received
chemotherapy (cisplatin-etoposide) and radiotherapy. Mycobacterium w (Heat Killed) injection was administered
intradermally. The control group (n=10) received chemotherapy (cisplatin-etoposide) and radiotherapy. The
Mycobacterium w (Heat Killed) group had better tolerance to therapy (Interruption of therapy in 50 % vs 0%). At the
end of therapy 67 % responded to therapy in Mycobacterium w (Heat Killad) arm compared to none in control arm,
The lung function improved In all the 9 patients in Mycobacterium w (Heat Killed) arm. The response seen in
Mycobacterium w (Heat Killad) arm were durabla in nature as seen to be stabla during follow up at (6 months or
more).

Study 3 - Two hundred and twenty-one treatment naive patients with stage |1IB and IV NSCLC were randomized to
acterium w (Heal Killed) injection administered intradermaity,
0.1 mL on each deltoid on the first visit at least 1 week prior to 1st cycle and then on day 8 and 15 of each cycle of
chemotherapy. The cycles were repeated every 3 weeks for a total of 4 cycles. Mycobacterium w (Heat Killed)
Injection was administered once a month thereafter until progression or for a maximum of 12 months from the start
of treatment in the investigational arm. The primary endpoint of the study was overall survival (OS) and the
secondary outcome measures were response rate (RR) and progression free survival (PFS). One hundred twelve
pls were randomized 1o the control anm and 109 pts to the Mycobacterium w (Heat Kilied) anm.

Mycobacteritm w (Heat Killed) injection improved response rate by 11% (36% in the control arm vs. 47% in the
Mycobactenum w (Heat Killed) arm). There were three complete responses, all in the AMycodacterum w (Heat
Killed) arm. Use of Mycobacterium w (Heat Killed) injection was associated with improvemant in survival also.
Improvement in Median PFS with use of Mycobacterium w (Heat Killod) was 96 days [p=0.0446; HR 0.43 (95% CI
0.25-0.73)] from 157 days in control arn to 253 days in Mycobacterum w (Heat Killed) arm. Use of Mycodacterium
w (Heat Killed) also improved median survival by 59 days [p=0.0034; HR 0.55 (95% CI 0.37-0 82)) from 238 days
in control arm to 295 days in the Mycobacterium w (Heat Killed) arm.

The improvement in response rate and survival seen with Mycoba

cteriim w (Heat Kitlad) Injection were associated
the adverse events comparable to the control arm.

Use of Mycobacterium w (Heat Killed) injection in patients with advanced NSCLC is safe and results in both
improvement In progression free survival and cverall median survival.

Clinical studles In SEVERE SEPSIS

Study 1 - Phasa lla study with 72 patients having gram negative severe sn;\*ls.'sepng shock were enrolied in 3
groups (escalating dose levels 0.1, 0.2 and 0.3 Mycobacterium w (Hoat Killed) injection over Inma! 3 days with
standard therapy versus standard therapy alone). Significant aaity clinical and microbiclogical resolution was seen
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F. No. BIO/MA/19/000020
Government of India
Directorate General of Health Services
Central Drugs Standard Control Organization
(Biological Division)
FDA Bhawan, Kotla Road,
New Delhi- 110002.
Dated:

To
M/s Cadila Pharmaceuticals Limited, 02 MAR 2070

1389-Trasad Road, Dholka,
Ahmadabad (India) — 387810.

Subject: Correction in the Permission to Manufacture Mycobacterium w (Heat Killed)
injection in Form 46 - regarding.

References: 5
1. Your application no. CPL/RA/21-01-1219 dated 21.12.2019 submitted to this office

vide diary no 17088 dated 24.12.2019 :
2. Manufacturing permission in Form 46 issued by this office through SUGAM online

portal on 04.12.2018

Sir, ~
In continuation to Manufacturing Permission in Form 46 issued vide permission no.
MF/BIO/19/000057, dated 28.11.2019 and based on the documents submitted by you, this
Directorate has no objection for amendment in said permission as mentioned below:
1. The name of the New Drug to be read as “Mycobacterium w (Heat Killed)
Injection” instead of “ Mycobacterium w {Heat Killed) Vaccine”
2. The presentation under "Dosage Form" to be read as "0.6 ml in 2 ml glass vial

{USP Type I)” instead of “0.5 ml glass vial (USP Type 1}".
3. Indication to be read as "Indicated as an adjuvant to standard treatment in

sepsis (due to gram negative infections) when given as 0.3 ml in three divided
doses of 0.1 ml each on three different sites, daily for three days in age group
of 18 to 65 years” instead of “Indicated as an adjuvant in sepsis {(due to gram
negative infections) treatment when given as 0.1ml for three consecutive

days in age group of 18 to 65 years”

Further, you are requested to submit PMS study protocol for approval as mentioned
in the condition no 2 in the cover letter of said permission. ; '

However, all other terms & conditions as stipulated in the said permission issued by
this Directorate shall remain unchanged.

Yours faithfully,
\éi‘?"

-

(Dr. V. G. Somani)
Drugs Controller General (India)
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An Adjunct to Standard Treatment in
Sepsis due to gram negative infections
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Sepsivac
Save More Lives

India’s Novel Inmunomodulator
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reduction of SOFA score. Sepsivar’

Each kit contains:

m 1 vial m 3 syringes
- s m 3 needles of 24 G (to draw medicine)

m 3 needles of 26 G (to inject medicine)
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Reference: 1. Reference:Sepsis Alliance (2022) Available at: htips:/iwww sepsis J b jwhat-is-sepsis | 2: J Thorac Dis. 2017 Feb;9(2):392-405. doi: 10 21037/t 2017.02.10.| 3. Data On File Cadila VoltaCare
| 3. Sehgal IS, Basumatary NM, Dhooria S, Prasad KT, Muthu V, et al. A Randomized Trial of Mycobacterium w in Severe Presumed Gram-Negatve Sepsis. Chest. 2021;160(4):1282-1291 1 e G Posmasestnn L T




