SYNBIOS® EMBRYO CULTURE MEDIA

Gamete and Embryo
Culture, Handling And
Cryopreservation Media

SYNBIOS

SAFE
ADVANCED
ONLY SYNTHETIC MEDIA
CULTURALLY PERMISSIBLE
LOW COST OF PRODUCTION
LOGISTICALLY EFFICACIOUS
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SYNBIOS

BACKGROUND / HISTORY

CellCura 0

Media Products Invented & Owned by Jaffar Ali, PhD
Licensed to Cellcura ASA of Norway in 2005

Branded “Cellcura” (Trade Marked) by Cellcura ASA
License Agreement Terminated in 2014 by Jaffar Al
Products Re- Branded “SYNBIOS®” by Jaffar Ali, 2015
Products “SYNBIOS®” to Re-Launch in late 2017 or 2018
SYNBIOS Seeks Investments from Interested Parties
SYNBIOS Invites Applications for Distributorships
Investors/Distributors please email:
androcryogenics@gmail.com
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APPLICATION AND MARKET VALUE

B Human Infertility (Assisted Reproduction) Treatment-1 in 6 couples
— valued at US$ 22.5 billion — 2015; est US$31Billion by 2023
BHuman Embryo Culture Media
— valued at US$1140 million in 2013, growth at 13% per annum
BMeat and dairy production
B Milk - >US$328 billion in 2013
B Meat - >US$807 billion exported by USA alone in 2014
HmVaccine production - US$ 52 Billion in year 2016
BStem cell therapy - US$10.7 Billion in 2017
BOrgan transplantation - US$35.46 Million/year (USA only)

SYNBIOS



WHAT IS UNIQUE ABOUT SYNBIOS MEDIA?

SYNBIOS

ONLY EMBRYO CULTURE MEDIA NOT SUPPLEMENTED WITH DONOR SERUM ALBUMIN
SYNTHETIC PROTEIN-FREE embryo/cell culture medium

SYNBIOS NOT HAZARDOUS

SYNBIOS MEDIA EQUALLY EFFICACIOUS AS OTHER MEDIA

LESS/NO RISK OF DISEASE TRANSMISSION — Disease transmission eliminated

LESS/NO RISK OF BIOCHEMICAL TOXICITY / Lower Endotoxins

LESS/NO RISK OF CROSSOVER LINEAGE of progeny not affected

LESS/NO BATCH VARIATION; quality of embryos remains constant

CHEAPER BY 30% TO MANUFACTURE

LONGER STABILITY AND SHELF LIFE — only media that can be frozen-stored 2yrs vs 6-12weeks
CULTURALLY PERMISSIBLE

(b’coz only media that does not contain donor serum proteins and any protein)
O ISLAM,
o CASTE HINDUISM,
o JUDAISM,
O CHRISTIAN SECTS (JEHOVAH WITNESS)

LOWER REGULATORY PROFILE
20 years of SYSTEMATIC RESEARCH 1985-2005 to develop the SYNBIOS Products
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EFFICACY OF SYNBIOS MEDIUM

Table 10: Summary of clinical pregnancies from day 2 embryos
generated in the protein-free medium (Age factor)

CPR in women 39 years and below 54.7% (52/95)
CPR in women 40yrs and above 15.8% (3/19)
CPR Overall (all age groups) 48.2% (55/114)

(CPR = Clinical Pregnancy Rate = +ve Sac & FHB)

The protein-free medium appears to be similar if not better than media containing donor proteins.
Ali, 2004




EFFICACY OF SYNTHETIC IUI MEDIUM :
INDEPENDENT EVALUATION:IUI MULTI-CENTER TRIAL (2012/3)

OUTCOME:
AN ASTONISHING 29.5% CLINICAL PREGNANCY RATE AS OPPOSED TO 13% USUALLY

REPORTED FOR |UI

Several IUI clinics enrolled over 100 non-selected patients in an efficacy study on PF Protein Free IUI
Medium and the results are presented in the table below:

Overall
Age 20-25 26-30 n=100

Mo of Patients 33

Matural Cycle 2
1

%% Pregnancy &0 20
0 0?

No of Pregnancy 1

Singleton
Twins (8] 0?
Stimulate Cycles 95
Mo of Pregnancies 28
% FPregnancy

Singleton 24
Twins 4

@ Source: Cellcura ASA, Norway
SYNBIOS




EXCELLENT TREATMENT OUTCOME WITH SYNBIOS MEDIA

Outcome:
Clinical Pregnancy with fresh medium
Source: Ali et al., 2004

=54.7%

Table 3. Cuality of day 2 man sibling embrves ganerated by conventional TVE or ICST in protein-frea (AR T-Th) mednimy

MMednom Fertilization %5 Arrested at Blastomeres Crade Mean a4

Mean (5D (5D Blastomeres

%o 2 3 grade

AFRT-Tb (Protein-free) 80.4 (320039 3L 30007 63.0 65.0
Meds-Cult (+ protem) 13. ] 1.0 3401 28 (0.8) 354 584
Si1gmificance —f 101 "3 0.0052 p=0.0011 p=0.0007 p=0.021% p=0.0205

[Embryo grade: 4=excellent; I=good; 2= fair; 1=poor]

Table 4, Cuality of dav 2 human siblng embrvos generated by IVE or ICS] in frozen-thawed PEM and fresh medmm contaiming
protein,
Mednum Fertilization %

Arrested at Gﬂ{.’e Mean fozd

Blastomeres

Blastomera %o 2 3 grade

ART-Th (Protein-fres) 78.6 (81/103) d 318(12) 3.1(09) 71.4 684
Medi-Cult (+ protein) 75.3 (64/85) 8. 3.7(L.1) 26 (0.8) 70.9 508
Significance p=0.7119 ) p=0.1652 p=(2325 p=1.000

[Embrvo zrade: 4=excellent; 3=good; 2= fair; l=poor]
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Table & Summary of climecal pregmancies from day 2

embryos generated m ART-Th protein-fres medim

CPE. i women 39 vears and below
(PFM)

CPE i women 40vrs and above (FEM)
CPE. Crrarzll {all age groups) (PEL)
CFPE (PTM: pen & strep; all age groups)
CPE. (PTM ; gentamwyem; all ape groups)
CPE (FTLL pen & strep; = *.9-,':"}

CPR (FFM; gentamvyem; =

CPE (frozen-thawed l:FI\.II

CPE. i women 39 vears

(FFI + protein with ML)

CPE (all age groups; FIL + protein
with LML)

CPER 1o womsen 39 vears (FFM + protein
wio M)

CPE. (all age groups; PFM + protein w'o
MM

54.7% (52/95)

43_4' {14 )
55.1% (38/6 -_.1;
£8.4% (13/19)

63.2% (1219)"

60.5% (26/43)°

54.2% (26/48)"

IICPR. Clmical Pregrzney Bate); (MiEMacromeleoula)
Mot sapmificantly different from comresponding group




Patient tested poéiﬁ 3-h

3 sacs seen with +ve Fetal Heart Beat

3 boys delivered
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VS14 Vitirification solution (the early/pioneering work on vitrification - embryo
cryopreservation medium developed by Ali and Shelton, 1993) was successfully utilized
by workers worldwide to cryopreserve in human/animal ART with live births

22, Development into blastocysts of bovine oocytes cryopreserved by ultra-rapid cooling. Biol Reprod 1996;54:1059-69.

31. Papis K, Avery H, Holm P, et al. The effect of vitrification solution, equilibration time, and direct dilution method on survivability of equilibrated or vitrified bovine in
vitro matured oocytes. Theriogenology 1995; 43, 293 (abstr)

32. Ali J. Developmental competence of unipronuclear and triploid day-2 human embryos after vitrification with VVS14. Med Sci Res 1996a;24:377-8.

33. Ali J. Highly efficient ultrarapid cryopreservation of established cell lines by vitrification with VS14. Med Sci Res 1996b;24:837-8.

34. Hong SW, Hyung MS, Chung HM, et al. (1999) Improved human oocyte development after vitrification: a comparison of thawing methods. Fertil Steril 1999;72:142 —6.
35. Chen SU, Lien YR, Chen HF, et al. Open pulled straws for vitrification of mature mouse oocytes preserve patterns of meiotic spindles and chromosomes better than
conventional straws. Hum Reprod 2000a;15:2598-603.

36. Chen SU, Lien YR, Chao KH, et al. Cryopreservation of mature human oocytes by vitrification with ethylene glycol in straws. Fertil Steril 2000b;74:804-8.

37. Choi DH, Chung HM, Lim JM, et al. Pregnancy and delivery of healthy infants developed from vitrified blastocysts in an IVF-ET program. Fertil Steril 2000; 74:838-9.
38. Chung HM, Seung WH, Hong MS, et al. In vitro blastocyst formation of human oocytes obtained from unstimulated and stimulated cycles after vitrification at various
maturational stages. Fertil Steril 2000;73:545 —51.

39. Yoon TK, Chung HM, Lim JM, et al. Pregnancy and delivery of healthy infants developed from vitrified oocytes in a stimulated in vitro fertilization-embryo transfer
program. Eertil Steril 2000;74:180 —1.

40. Live births after vitrification of oocytes in a stimulated in vitro fertilization-embryo transfer program. Fertil Steril 2003;79:1323-6.

41, ) ' et al. Investigation of optimal conditions for equilibrating ovarian tissue with ethylene glycol prior to vitrification. 1 2001;76: Suppl.1,

pp. S101(abstr)

42. : Pregnancy after vitrification of human oocytes and blastocysts using same cryoprotectant solution, ethylene glycol, and sucrose.
12003;80:Suppl. 3, pp.143 (abstr)

43. Pregnancies from cryopreserved oocytes using vitrification protocol. 12005;84:Suppl.1, pp.S179 (abstr)

44, : ) , et al. Simplified EM grid vitrification is a convenient and efficient method for mouse mature oocyte cryopreservation. Yonsei Med J 2006;

30;47(3):399-404.

45, ; Pregnancy and delivery after vitrification of human oocytes. 1 2005;83:Suppl.5, pp.S13 (abstr)

46. Cryopreservation of ICR mouse oocytes: improved post-thawed preimplantation development after vitrification using Taxol, a

cytoskeleton stabilizer. Fertil Steril 2001;75(6):1177-84.

47, Vitrification of human mature oocytes in a straw to prevent the risk of liquid nitrogen contamination during storage. Fertil Steril

80:Suppl. 3, pp.64-5 (abstr)

48. Cryopreserved blastocysts using vitrification protocol give excellent pregnancy and implantation rates after thawing. Fertil Steril

2005:84:Suppl.1, pp.S178-S179 (abstr)
49. Martins RD, Costa EP, Chagas JSC, et al. Effects of vitrification of immature bovine oocytes on in vitro maturation. Anim Reprod 2005;2:128-34

50. El-Danasouri I, Successful pregnancies and deliveries after a simple vitrification protocol for day 3 human embryos. Fertil Steril 2001;76:400-2.
51. Pregnancies derived from vitrified human zygotes. Fertil Steril 2002;77:422-3. /
52. , , , et al. Vitrification of human 8-cell embryos, a modified protocol for better pregnancy rates. Reprod Biome% %9@1%17

2005;11:434-7
53. Cha et al., 2006: FIGO . Successful vitrification of human oocytes and many more
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IT IS POSSIBLE TO CRYOPRESERVE EMBRYOS USING
PROTEIN-FREE VITRIFICATION SOLUTION VS34 - A
MODIFICATION OF VS14

Human blastocyst from day 3 1PN embryo
vitrified with VS34 a PF Vitrification solution




EFFICACIOUS PROTEIN-FREE SPERM FREEZING

Total Sperm count 440M, total motile count 229M (52.0%); Post-thaw total motile count was 132M (30.0%; n=8; p=0.3886; NS)

SYNTHETIC SPERM CRYO MEDIUM CONVENTIONAL PROTEIN- SPERM CRYO MEDIUM

Before Freezing After Freezing : ;
Mean+SD Range Mean+SD Range Before fre«ezm-g After freezmg

Mean (SD 5 Me==m (SD Ra
Total Count  55.0+33.058 41.5+24.785 (SD) ) nge

Volume (ml 2.8=+1.5
Motile Count 28.625+19.856 16.625+10.542 Count (106/ml) 3929

Motility (%) 45 £ 11

MOtiIe % SIGNIFICANT MorphOIO 5'8 * 5°2
(% normal

Ali,2011.
Ali, 2015 Menkveld 2012, Focus on Reprod

Proof of principle

Early 2010 TESE performed. Very few sluggishly motile and imunotile sperm were recovered. With the sperm recovered 12 of 13 of his wife's eggs were (92.3%)
fertilized. She became pregnant but lost the pregnancy.

Early 2011 after one vear and two months the patient came back for ART treatment. The frozen testicular sperm was thawed and used to fertilize all 10 eggs (100%).
Pregnant, the pregnancy was on-going.

This pregnancy achieved following the injection of frozen-thawed sperm that was cryopreserved using the protein-free sperm cryoprotectant solution — “SPERM PF-
CRYO™. The sperm was in cold storage for 14 months. This is proof of principle for the PF sperm cryopreservation solution.

@ 9 May 2011
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MARGIN

* Margin >100%

* High cost of serum proteins
pushes up cost for conventional
medium but NOT synthetic

SYN B I OS medium like SYNBIOS which is
devoid of serum proteins.

* Enormous profit margin




DISTRIBUTORS WANTED

SYNBIOS

* Distributors wanted from all over
the globe.

* Interested Parties please email:
androcryogenics@gmail.

com

* ANDROCRYOGENICS



INVESTORS WANTED

SYNBIOS

* We are keep to partner with
potential investors to take this
product to the global market.

* Interested Parties please email:
androcryogenics@gmail.

com

* ANDROCRYOGENICS



ACCOLADES/HONOURS

* Royan Award, Iran, 2000
* His Highness Sh Hamdan AlMaktoum Award 2002 Dubai
* Citation, Hon Minister, Min of Public Health, Qatar, 2002

ITEX 13

24" INTERNATIONAL INVENTION, INNOVATION
& TECHNOLOGY EXHIBITION

* ITEX2013 BEST INVENTION AWARD,; (International) P BEST
* i-INOVA2014 IBN SINA AWARD; _ NVENTION
T AIUNIVERSITIES

CATEGORY

* BioMalaysia Gold Awards, 2012

* MTE2013; Gold Award,

* ITEX 2013; Gold Award

* i-INOVA2014; Gold Award

* Other awards:

* AIN2013 TOP 10 Inventions of year 2013




IMPACT OF SYNBIOS

SYNBIOS will be useful worldwide as it is anticipated to comply with regulations that
limits use of serum proteins in some nations, it prevents disease transmission,
batch variation and is the SAFEST MEDIA ON OFFER

ME and Asian populations are anticipated to use the product as it is the only
HALAL product which also safeguards the genetic constitution of the progeny in
compliance with one of the five principles of the faith.

Investors and distributors please email: androcryogenics@gmail.com

ANDROCRYOGENICS

THANK YOU



