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MTX for ectopic pregnancy:a possible legal claim

Evolution of 1L Ovarian Cancer Management in The
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1. Two-phase laparoendoscopic single-site cervical ligament-sparing hysterectomy: An
initial experience. Mun-Kun Hong, Tang-Yuan Chu, Jen-Huang Wang, Dah-Ching
Ding.Ci Ji Yi Xue Za Zhi. Jul-Sep 2017;29(3):165-170. [PMID: 28974911]

2.Safety and efficacy of contained manual morcellation during laparoscopic or robotic
gynecological surgery
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Dec 10. [PMID: 31755560]
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MTX for ectopic pregnancy, a possible legal
claim

*Case 1l ID 3713369

* LMP 1050825, 0926 urine HCG (+), sonar no IUP. 0929 B HCG 2800,
* Sonar neg, no IUP, Rx with MTX.

1012 6+6 wks , sonar sac.

* 1020 bleeding , sonar sac with yolk sac.

* Referred to Dr Huang for abortion.
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Case 2



« 4T+ 29y/0
°|D: 214506-5

* Imp: Ectopic pregnancy in myometrium



Present lliness:

This 29-year-old female, GBP2AA4SA1, soldier, a case of suspect
ectopic pregnancy in Myometrium post Iaparosc%loic + hysterosccgoic + D&C was
admitted via OPD. She was very well before and denied medical disease. She
complained low abdominal pain and backache in ggrll June, she visited to local Gyn
clinic (23 RiFER, Z2ERER . AL ImEH) for help! Dr.52 X Dr.3 told
pregnancy but check sonogram no IUP. She visited to Hualien Tsu Chi hospital, 2019
06/17 (6 wks , LMP 0506 ) Gyn Dr check b-HCG: 6000 and accepted MTX treatment,
06/24 B-HCG: 9000 and accepted MTX treatment again.

0624 visited our clinic. She complained LLQ pain but no bleeding. Pelvic
examination mild lifting pain. Physical examination: mild tenderness LLQ, no

reboundin§ pain? Trans vaginal sonoram showed suspect left uterine gestational
cavity sac ? I[UP ? with flow. Option for follow or D&C, frozen if no villi do
laparoscope or follow. After 0625 D&C — very minimal tissue found—
hysteroscopic exam — negative finding. > Laparoscope no ectopic pregnancy.

SIS failure due to air.

0626 saline infusion sonogram proved intramyometrium ectopic pregnancy and
tract could be traced.

She was keep follow B HCG at out patient clinic.
Past history.
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125004 Mk TR Surgical pathology Level IV

PATHOLOGICAL DIAGNOSIS:
Uterus, endometrium, curettage --- gestational tissue
PATHOLOGICAL GROSS FINDING:

The specimen submitted consists of more than 10 tissue
]iragmﬁnts measuring 3 gram in weight in aggregate, fixed in
ormalin.

Grossly, they are brown and soft.

All for section.
PATHOLOGICAL MICOR FINDING:

Microscopically, it shows a picture of gestational tissue with
chorionic villi and cyto-/syncytiotrophoblast. Focally decidual
endometrial stroma is included. No hydropic change or trophoblastic
plro!ifelrlation is discernible. Please follow up serum beta-HCG level
clinically.



* Methotrexate administration often results in miscarriage, but in some
instances women treated for a suspected ectopic pregnancy have
been diagnosed with an ongoing intrauterine pregnancy. ... Wrongful
treatment with methotrexate has become a common reason for
medical liability.20135E11 H 1 H




* hCG discriminatory zone — The discriminatory zone is the serum hCG
evel above which a gestational sac should be visualized by TVUS if an
UP is present. In most institutions, the discriminatory zone is a serum
hCG level of 2000 international units/L. However, results and
discriminatory zone vary by laboratory and institution, and some data
suggest that an IUP may not be visible until a higher level is reached
(3510 international units/L).




* Setting the discriminatory zone at 3510 international units/L minimizes the risk of
interfering with a viable IUP, if present, but increases the risk of delaying diagnosis of an
ectopic pregnancy. However, even in women with an hCG >3510 international units/L, if
she is clinically stable, it is often prudent to get a follow-up ultrasound to exclude a viable
IUP rather than treat for ectopic pregnancy. Management of women with ectopic
pregnancy depends upon several factors and it is important to emlphasize that a patient
should not be treated for an ectopic pregnancy based upon a single assessment with
ultrasound and hCG. If an IUP has not been confirmed, the hCG is between 2000 and
3510 international units/L, the patient is stable, and the pregnancy is desired, the patient
may be followed with close surveillance until the hCG is at least 3510
international units/L. However, if an ectopic pregnancy seems likely and the pregnancy is
not desired, treatment may be given if the hCG is >2000 international units/L, the serial
hCG results are consistent with an abnormal pregnancy, and the ultrasound shows no
IUP. Importantly, if there are concerns about rupture of a fallopian tube or other
structure by an ectopic gestation, urgent treatment is required.



* The reported sensitivity and specificity of TVUS for the detection of an
ectopic pregnancy at a serum hCG of >1500 international units/L are
15.2 and 93.4 percent, respectively, and for an hCG level of >2000
international units/L,sensitivity and specificity are 10.9 and 95.2
percent, respectively [21]. However, in order to not
administer methotrexate inadvertently, a decision to treat for ectopic
pregnancy should not be based solely on a single hCG value.



https://www.uptodate.com/contents/ectopic-pregnancy-clinical-manifestations-and-diagnosis/abstract/21
https://www.uptodate.com/contents/methotrexate-drug-information?search=ectopic+pregnancy+methotrexate&topicRef=5487&source=see_link

* [t is important to note that there is a variation in the level of hCG across
pregnancies for each gestational age and the discriminatory levels are not
always reliable. In one study, 185 of 188 (98 percent) IUPs in women with
hCG above 1500 international units/L were visualized [22]. However, in a
study of 651 women with first trimester bleeding or pain, among viable
IUPs, a gestational sac was seen at differing hCG levels in the following

roportion of pregnancies: 1500 milli-international units/mL (80 percent of
ad a gestational sac visualized), 2000 milli-international units/mL (91
percent), and 3510 milli-international units/mL (99 percent) [20].

e Other causes for variation of the discriminatory zone are that it is
dependent upon the skill of the ultrasonographer, the quality of the
ultrasound equipment, the presence of physical factors (eg, fibroids,
multiple gestation, obesity), and the laboratory characteristics of the hCG
assay used.


https://www.uptodate.com/contents/ectopic-pregnancy-clinical-manifestations-and-diagnosis/abstract/22
https://www.uptodate.com/contents/ectopic-pregnancy-clinical-manifestations-and-diagnosis/abstract/20

In a study of 20 patients in the first 40 days of pregnancy, the hCG
concentration rose by at least 66 percent every 48 hours in 85 percent
of viable IUPs; only 15 percent of viable pregnancies had a rate of rise
less than this threshold [25].

* e Two studies that included more than 1000 women with
symptomatic early pregnancies found that pregnancies with an hCG
rise of 235 percent in two days should be considered potential IUPs.
In one study, 99.9 percent of IUPs had an hCG rise of 235 percent
every two days [26]. The other study found that diagnosis of IUP by
use of the criterion of an hCG rise of 235 percent every two days had
a sensitivity of 92 percent and specificity of 94 percent [27


https://www.uptodate.com/contents/ectopic-pregnancy-clinical-manifestations-and-diagnosis/abstract/25
https://www.uptodate.com/contents/ectopic-pregnancy-clinical-manifestations-and-diagnosis/abstract/26
https://www.uptodate.com/contents/ectopic-pregnancy-clinical-manifestations-and-diagnosis/abstract/27

* The most common protocol is to measure the hCG every two days. In
our practice, we find that measurement every 72 hours is more
practical than every 48 hours, and allowing 72 hours for doubling
helps to avoid misclassifying those viable pregnancies with slower
than average doubling times. Yet, in practice, management is usually
based on clinical findings and by TVUS, with little emphasis on hCG
doubling time.



hCG below the discriminatory zone

* The most common protocol is to measure the hCG every two days. In
our practice, we find that measurement every 72 hours is more
practical than every 48 hours, and allowing 72 hours for doubling
helps to avoid misclassifying those viable pregnancies with slower
than average doubling times. Yet, in practice, management is usually
based on clinical findings and by TVUS, with little emphasis on hCG
doubling time.



hCG is rising normally (increasing by 235 percent in 48 hours OR doubling in 72 hours) — The patient should
be evaluated with TVUS when the hCG reaches 3500 international units/L. At that time, an IUP or ectopic
pregnancy can be diagnosed by TVUS.

*hCG is rising, but NOT normally — The lack of a normal rise in hCG across three measurements (the initial
serum quantitative hCG and two additional serial measurements) is consistent with an abnormal pregnancy
(an ectopic gestation or IUP that will ultimately abort). The hCG level may be rising slowly or may plateau at
or very close to the previous level. The clinician can be reasonably certain that a normal [UP is not present.
The number of serial measurements to use to make the diagnosis has not been well studied. Some data
suggest that use of three serial measurements is more effective than two measurements [32].

In patients with an abnormal rise in hCG, the TVUS should be repeated or diagnostic uterine aspiration
Berformed. If there are findings that confirm an IUP, an ectopic pregnancy is excluded and the patient should
e managed as a failed pregnancy. If an extraovarian adnexal mass consistent with an ectopic pregnancy is

visualized, then medical or surgical treatment is administered for a presumed ectopic pregnancy. If an
extraovarian adnexal mass is not visualized, some clinicians administer methotrexate and others perform
aspiration to exclude an IUP and thereby avoid medical therapy of nonviable TUP [33].

(See 'Aspiration’ below.)

*hCG is decreasing — A decreasing hCG is most consistent with a failed pregnancy (eg, spontaneous abortion,
tubal abortion, spontaneously resolving ectopic pregnancy). To follow up with these patients, weekly hCG
concentrations should be measured until the result is undetectable.



https://www.uptodate.com/contents/ectopic-pregnancy-clinical-manifestations-and-diagnosis/abstract/32
https://www.uptodate.com/contents/methotrexate-drug-information?search=ectopic+pregnancy+methotrexate&topicRef=5487&source=see_link
https://www.uptodate.com/contents/ectopic-pregnancy-clinical-manifestations-and-diagnosis/abstract/33
https://www.uptodate.com/contents/ectopic-pregnancy-clinical-manifestations-and-diagnosis?search=ectopic%20pregnancy%20methotrexate&source=search_result&selectedTitle=4~150&usage_type=default&display_rank=4#H265533347

hCG above the discriminatory zone

 For women with a quantitative serum hCG above the discriminatory zone, the results of
TVUS guide management. If TVUS does not reveal an IUP and shows a complex
extraovarian adnexal mass, an extrauterine pregnancy is almost certain. Treatment of
ectopic pregnancy should be instituted. If the serum hCG level is 23500
milli-international units/mL and no IUP is visible on TVUS, it is almost certain that the
pregnancy is extrauterine.

* The diagnosis of ectopic pregnancy is less certain if no complex extraovarian adnexal
mass can be visualized, since there is variability in the level of expertise amon
ultrasonographers. Furthermore, a serum hCG >2000 international units/L without
visualization of intrauterine or extrauterine pathology may represent a multiple
gestation, since there is no proven discriminatory level for multiple gestations. For these
reasons, our next step in this clinical scenario is to repeat the TVUS examination and hCG

concentration two days later. If an IUP is still not observed on TVUS, then the pregnancy
is abnormal.



Aspiration

The intrauterine location of a ﬁregnancy is diagnosed with certainty if trophoblastic tissue is obtained by
uterine curettage. Obviously, the use of curettage as a diagnostic tool is limited by the potential for
disruption of a viable pregnancy. Moreover, the sensitivity of curettage in finding chorionic villi is only 70
percent [37]. Pipelle endometrial biopsy is even less sensitive than curettage for detection of villi;
sensitivities reported in two small series were 30 and 60 percent [38,39]. If curettage is performed, serum
hCG levels can be followed post-curettage if histopathology does not confirm the clinical impression. When
an IUP has been evacuated, hCG levels should drop by at least 15 percent the day after evacuation [33].

Some experts have recommended performing aspiration only on women with both an hCG concentration
below the discriminatory zone and a low doubling rate [40,41]. Approximately 30 percent of these patients
have a nonviable intrauterine gestation, and the remainder have an ectopic pregnancy [41,42]. Knowing the
results of aspiration avoids unnecessary methotrexate treatment of the 30 percent of patients without
ectopic pregnancy. The positive predictive value is high if chorionic villi are found [43].

A decision analysis comparing the cost/complication rates in patients who undergo diagnostic aspiration
before administration of methotrexate with those who do not have a aspiration concluded there was no
significant benefit of one approach over the other LQ]. However, the authors' preference was to perform
aspiration in these patients to be more certain of the diagnosis, and felt this information was useful
prognostically (eg, risk of recurrence) and for future decision-making.

In contrast, we and others believe it is more practical and less invasive to continue observation or administer
one dose of methotrexate than to perform aspiration [44,45]. The side effects of one dose of methotrexate
are negligible. In addition, aspiration carries a risk of intrauterine adhesion formation


https://www.uptodate.com/contents/ectopic-pregnancy-clinical-manifestations-and-diagnosis/abstract/37
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Medical Malpractice

If you were mistakenly prescribed Methotrexate on a daily dose, or
your pharmacist filled your Methotrexate prescription incorrectly, you
may have a legal claim.

* ISMP has identified methotrexate as a high-alert medication'! in both
hospital and community settings, even when used for nononcological
purposes, such as RA. As with all high-alert medications, there is a
heightened risk of significant patient harm when this drug is used in

error.
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Lynparza Timeline in OC : Key Data, Approval, and Reimbursement

Key Trial US FDA Approval TFDA Approval

Mar. 2012
Jun. 2018
Aug 2017
PSROC

Oct. 2018

Firstline Maintenance, SOLO1
Monotherapy Dec. 2018 Oct. 2019

Maintenancé
1st line
BRCAm

Maintenance

Maintenance
1st line
BRCAm

1stline
BRCAmM

o . Sep. 2019 May 2020 Aug. 2020
Firstline Maintenance, P Y 8

Combination PAOLA1 Maintenance Maintenance

Olaparib + bev | Olaparib + bev
1st line HRD+ 1stline HRD+

https://www.drugs.com/history/lynparza.html
https://www.fda.gov.tw/TC/siteContent.aspx?sid=9926 ; https://www.fda.gov.tw/TC/siteContent.aspx?sid=9927



http://www.drugs.com/history/lynparza.html
http://www.fda.gov.tw/TC/siteContent.aspx?sid=9926
http://www.fda.gov.tw/TC/siteContent.aspx?sid=9927

Current strategies for targeted treatment of newly-diagnosed Lynparza’“

high-grade serous epithelial ovarian cancer in Taiwan olaparib**e,; 1o 1%
Newly Diagnosis First relapse Second relapse
-
Platinum- Maint Platinum- Maintenance
Surgery based chemo PR -| basedchemo -
+/- Bev treatment +/- Bev
GOG 218 OCEANS
ICON 7 GOG213
SOLO 1 (BRCAm) | Improve PFS, OS and QoL ? SOLO 2 (BRCAm)
- Delay disease progression
PAOLA-L - Delay adverse events from
subsequent chemotherapy
Niraparib NOVA (PSR)

Ast raZeneca%
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No HR deficiency

“Anti-angiogenesis with Bevacizumab”

PSEl

High grade serous muellerian cancer is a disease of
homologous recombination dysfunction

“Synthetic Lethality with PARPJ”

BRCA1 BRCA2 -
Germline G
Germline 6% BRCA Mutation
20%
BRCA2
Somatic
Methylation Others HR
11% deficiency
EMSY L o
N Amplification 30%
(7 6%
i == PTEN Loss
Other HRD % -
7%
HR deficiency

Cancer Genome Atlas Research Network. Nature. 2011;474(7353):609-615



G0OG218: Final Overall Survival of a Randomized Trial of

Bevacizumab for Primary Treatment of Ovarian Cancer

“Results: BRCA1/2, HRR, and CD31 were
not predictive of bevacizumab activity.”

CONCLUSION: No survival differences were observed for patients who received bevacizumab
compared with chemotherapy alone.

In the Final lines of Paper: “After primary resection, patients without contraindications to anti-
angiogenesis therapy may consider postoperative chemotherapy with bevacizumab, during which
time germline and (if necessary) somatic BRCA1/2 testing can be performed. Patients with BRCA1/2
mutated carcinoma can be transitioned to maintenance olaparib, whereas those without mutations
may remain on maintenance bevacizumab.” Monk. J Clin Oncol 2019, 37:2317-2328



Olaparib maintenance treatment has been investigated in newly
diagnosed advanced OC in two Phase lll studies

Surgery*

v Vv

Any surgical outcome Chemotherapy

Germline or somatic BRCAmM

] Start of PFS
] measurement

Osoio

BRCAm Ovarian Cancer

Olaparib maintenance

2 years’ treatment if no evidence of disease

*Surgery may be upfront or interval debulking

t+HRD-positive determined by tBRCAmM or Myriad myChoice CDx genomic instability score 242.

HRD-negative determined by non-tBRCAmM and Myriad myChoice CDx genomic instability score <42

BRCAm=mutation in BRCA1/2; CDx=companion diagnostic test; HRD=homologous recombination deficient; OC=ovarian cancer; tBRCAm=tumour BRCA mutation
1. Moore K et al. N Engl J Med. 2018;379(26):2495-2505; 2. Study NCT02477644. Available at https://clinicaltrials.gov/ct2/show/NCT02477644. Last accessed December 2019;
3. Ray-Coquard |, et al. N Engl J Med. 2019;381:2416-2428; 4. Ray-Coquard |, et al. N Engl J Med. 2019;381:2416-2428 Supplementary appendix.



SOLO-1 Is The First Phase Il Trial To Investigate Maintenance
Therapy With A PARP Inhibitor In Newly Diagnosed Ovarian Cancer

SOLO-1is a global randomised multicentre placebo controlled Phase Il study

i Primary endpoint
. Newly diagnosed, FIGO

stage -1V, high-grade Olaparib 300 mg bid « Study treatment * Investigator-assessed PFS
serous or endometrioid (N=260) continued until (modified RECIST 1.1)
ovarian, primary peritoneal disease progression
or fallopian tube cancer 2:1 randomisation » Patients with no
. i : evidence of disease :
Cleir(r:?Al\lrr:]e or somatic at 2 years stopped EEgZUSIng BICR
« ECOG performance status Stratified by response to treatment * Overall survival
platinum-based » Patients with a : . :
0-1 ) * Time from randomisation to first
_ chemotherapy partial response at 2 subsequent therapy or death
« Cytoreductive surgery* years could continue q Py

* In clinical complete treatment . '(I'-Ii-rlrzlglf-r)om randomisation to
response or partial (N=131)
response after platinum- Zggt)r??TSSug'sr()aquem therapy or
based chemotherapy 2 years’ treatment if no evidence of disease « HRQoL (FACT-O TOI score)

*Upfront or interval attempt at optimal cytoreductive surgery for stage Ill disease and either biopsy and/or upfront or interval cytoreductive surgery for stage IV disease

BICR = blinded independent central review; ECOG = Eastern Cooperative Oncology Group; FACT-O = Functional Assessment of Cancer Therapy — Ovarian Cancer; FIGO = International Federation of Gynecology and
Obstetrics; HRQoL = health-related quality of life; PFS = progression-free survival; PFS2 = time to second progression or death; RECIST = Response Evaluation Criteria in Solid Tumours; TOI = Trial Outcome Index; PARP
= poly (ADP-ribose) polymerase; BRCAm = BRCA gene mutation

https://clinicaltrials.gov/ct2/show/NCT01844986 (accessed October 2018)



Study Timeline Lynparza“

olaparib

tablets 150 mg

ESMO 2018 ESMO 2020

First patient in: Last patient in: Primary DCO: Secondary DCO:

3 September 20131 6 March 20151 17 May 20181 5 March 20202
Minimum follow-up: 3 years? Median follow-up:2

Olaparib 40.7 months Olaparib 4.8 years

Placebo 41.2 months Placebo 5.0 years

SOLO-1: 5-year
follow-up



5-year follow Up pata cut-off March 2020 SOLO-1 (ESMO 2020 update) Lynparza”“

PFS BENEFIT OF OLAPARIB MX WAS SUSTAINED BEYOND THE END OF TREATMENT ohllaparib
Olaparib | Placebo
. 0=260) | (n-131)
90+ ' 88% i Median treatment duration, months |  24.6 139
80 ; i Events, n (%) 118 (45) | 100 (76)
@ = 1 1
8= 70, E , Median PFS, months 56.0 13.8
2% “ ! : HR (95% Cl) 0.33 (0.25-0 43)
%3 | |
S : ; 48% : :
“é i 50 : : Median PFS difference for
; .é ol E i i Olaparib olaparib vs placebo: 42.2 months
8 5 0. E | |
E 2 | i i 21% 48% of patients in the olaparib arm
= E ! ———ewie _ were progression-free at 5 years
! ! i Placebo
Ly : : :
0- s i s
0 6 12 18 24 30 % 4 48 54 60 66 T2 T8
o <t riak Months since randomisation Median follow-up for PFS:
Olaparib 260 229 212 194 173 140 129 115 101 O 53 30 2 0 Olaparib  Placebo
Placebo: 131 103 65 53 41 38 30 24 23 22 16 3 0 48vyears 50 years

*Pafients who had no evidence of disease at 2 years stopped receiving the tial intervention; patients wiho had a PR at 2 years were permitied to continue receiving the inal intervention i a blinded manner; 13 pafients (all in the olaparib arm) continued study treatment past 2 years
Investigator assessed by modified RECIST vi.1.; Cl, confidence inferval; HR, hazard ratio; PFS, progression-free suniva
Banerjee S, et al. Presented at ESMO 2020 Virtual Congress



’ &= TUEAN S S — S L% Lynparza®
S . _ olaparib e, 19 "1
- IRARZREEAE(PARPI)2FEEE/FET

_,V / | \ 7OOA)tamets 50 me o |1

‘\/

L0 60.4% progression
< 90 4 free at 3 years?
S 80-
T
0 2 70 -
@ |
5w o
S & 15 Olaparib™ o
o5 401
) |
% g 30
-8 20 26.9% progression
S 101 free at 3 years? BEEho
0_
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
_ Months since randomisation
No. at risk
Olaparib 260 240 229 221 212 201 194 184 172 149 138 133 111 88 45 36 4 3 0 0 0
Placebo 131 118 103 82 65 56 53 47 41 39 38 31 28 22 6 5 1 0 0 0 0
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SOLO-1 (ESMO 2020 update)

5'yea r follow u P Data cut-off March 2020 /I 1Dal £c
. . olaparib **ey; 119411179
Secondary efficacy outcomes™* support the observed PFS benefit - ——
The PFS2 & TSST
Overall Patients in CR at baseline Overall Patients in CR at baseline
Olaparib  Placebo Olaparib  Placebo Olaparib  Placebo Olaparib  Placebo
uo7¥ (n=260) (n=131) (n=189)  (n=101) IESIN (n=260) (n=131) (n=189)  (n=101)
Events,n (%) 80(31)  61(47) 49 (26) 45 (45) Events,n (%) 95(37)  77(59) 64 (34) 56 (55)
Event free at 5 years, Event free at 5 years,
o 64 41 68 44 . 62 36 65 39
[Median, months NR 421 NR 529 } Median, months NR 407 NR 477
HR 0.46 HR 0.48 HR 0.46 HR 0.50
(95% C10.33-0.65) (95% C10.32-0.71) (95% C10.34-063) (95% C10.35-0.72)

TSST : time of randomisation to second subsequent therapy or death

AstraZeneca@



Population-adjusted indirect treatment
comparison of PAOLA-1 & SOLO-1

Should I combine olaparib with bevacizumab Q
to treat BRCA mutation patients?

There’s no olaparib single arm
o In PAOLA-1 study




SOLO1 vs PAOLA1L ITC

Population-adjusted ITC methodology

SOLO-1 and PAOLA-1 did not have a common comparator arm or patient population. Therefore the
study results are not directly comparable without adjustment of the populations

Population-adjusted ITC can estimate the relative treatment effect when comparing studies which do
not have common comparator arm

Apropensity score weighting technique was used to minimise differences in observable
characteristics between the trial populations

Weighted cox regression and Kaplan-Meier analyses were used to compare efficacy by investigator-
assessed PFS (RECIST v1.1)

All analyses were performed in patients with complete baseline data.
BRCAm=mutation in BRCAL1/2; ITC=indirect treatment comparison; PFS=progression-free survival; RECIST=Response Evaluation Criteria in Solid Tumors
1. Vergote |, et al. Presented at SGO Annual Conference 2020



SOLO1 vs PAOLA1L ITC

Propensity score weighting

The PAOLA-1 BRCAmM cohort was adjusted to match the SOLO-1 patient population usinga
propensity score weighting method

Population-adjusted ITC

PAOLA-1 PAOLA-1
population BRCAmM cohort | / PAOLA-1
BRCAm cohort
reweighted
Propensity weighting population
Matching variables:
* Tumour location
* ECOG status /
* Histology type VS.
1 - * FIGO stage

BRCAmM (SOLO-1-like patient) « Type of surgery 4 SOLOd
* Residual disease °®o o o

BRCAmM (non-SOLO-1-like patient) * Response to first-line ﬁ ﬂ ﬁ

treatment

. Age _/

BRCAwt

*Icon size to denote weights. The olaparib arm of SOLO-1 was selected as the target population as it represents the current standard of care for patients with newly diagnosed advanced ovarian cancer and a BRCAm All
analyses were performed in patients with complete baseline data. Although this ITC analysis is based on accepted methodology, it was not possible to address all differences in baseline characteristics as the analysis was
non-randomised

BRCAmM=BRCA1 or BRCA2 mutation; ECOG=Eastern Cooperative Oncology Group; FIGO=International Federation of Gynecology and Obstetric; ITC=indirect treatment comparison

1. Vergote |, et al. Presented at SGO Annual Conference 2020



SOLO1 vs PAOLA1 ITC

Patient baseline characteristics prior to population adjustment
Prior to population adjustment, patients in PAOLA-1 had a greater disease burden than those in SOLO-1

PAOLA-1 (BRCAmM subset) SOLO-1
n=222 target n=380
Olaparib + i
_ bevacizumab Ola_parlb Plziclezl;o
Characteristic (n=151) (n=254) (n=126)
Tumour location ovary, % 85 92
ECOGPS 1, % 25 24 23 19
FIGO Stage IV, % 28 31 14 18
Surgery*
Interval, % 43 38 37 34
Residual disease, % 32 30 22 23
PR to first-line, % 15 17 26 21
Age
Mean, years 57.0 55.0 53.6 53.4
=65 years, % 22 15 ‘ 13 15
/
N 4

*Patients who did not have surgery were excluded from this population-adjusted indirect treatment comparison
The analyses were performed on the SOLO-1 data and the subset of patients in PAOLA-1 that had confirmed tBRCA mutations. All analyses were performed in patients with complete data on matching variables.

Ten patients from the original PAOLA-1 olaparib plus bevacizumab cohort, nine patients from the original PAOLA-1 placebo plus bevacizumab cohort, six patients from the original SOLO-1 olaparib cohort and five patients from
the original SOLO-1 placebo cohort had missing values for matching variables; therefore, they were excluded. The implications of removing those with missing data was assessed.

Although this indirect treatment analysis is based on accepted methodology, it was not possible to address all differences in baseline characteristics as the analysis is non-randomized.

In SOLO-1, median follow-up was 40.7 months in the olaparib arm and 41.2 months in the placebo arm. In PAOLA-1, median follow-up was up was 22.7 months in the olaparib + bevacizumab arm and 24.0 months in the

placebo + bevacizumab arm]

BRCAmM=BRCA1 or BRCA2 mutation; ECOG PS=Eastern Cooperative Oncology Group performance status; FIGO=Federation of Gynecology and Obstetrics; PR=partial response; PS=performance status

1. Vergote |, et al. Presented at SGO Annual Conference 2020



Patient baseline characteristics after weighting
After weighting, baseline characteristics for the PAOLA-1 BRCAmM subset were comparableto

those for SOLO-1 patients PAOLA-1 (BRCAM subset) SOLO-1
n=222 target n=380
Olaparib +
bevacizumab* Olaparib Placebo
Characteristic (n=151) (n=254) (n=126)
ESS 110.8
Tumour location ovary, % 84 88
ECOG PS 1, % 23 29 23 19
FIGO Stage IV, % 14 16 14 18
Surgeryt
Interval, % 40 37 37 34
Residual disease, % 26 22 22 23
PR to first-line, % 19 17 26 21
Age
Mean, years 54.3 53.9 53.6 53.4
=65 years, % 16 13 ‘ 13 15
/
Ne S

*Values are weight adjusted to match baseline characteristics to the olaparib arm of the SOLO-1 trial. tThe values for patients who did not have surgery were not weight adjusted

All analyses were performed in patients with complete data on matching variables. The analyses were performed on the SOLO-1 data and the subset of patients in PAOLA-1 that had confirmed BRCA mutations

A sensitivity analysis was conducted to assess the impact of the difference in first-line outcome. This sensitivity analysis found that the different complete response rates across arms had little impact on the hazard ratios
estimated from the weighted Cox proportional hazards models

ESS represents the approximate number of independent non-weighted individuals that would be required to give an estimate with the same precision as the weighted sample

BRCAmM=BRCA1 or BRCA2 mutation; ECOG PS=Eastern Cooperative Oncology Group performance status; ESS=effective sample size; FIGO=Federation of Gynecology and Obstetrics; PR=partial response;
PS=performance status

1. Vergote |, et al. Presented at SGO Annual Conference 2020



SOLO1 vs PAOLA1L ITC

Olaparib + bevacizumab vs. olaparib maintenance monotherapy

Patients receiving olaparib + bevacizumab combination therapy may reduce the risk ofdisease
progression at 24 months compared with those receiving olaparib maintenance monotherapy

PAOLA-1 SOLO-1
. 96% BRCAmM subset
. . Olaparib + .
82% Olaparib + bevacizumab bevacizumab* Orllfir;%qb
e 000 n=151 -
o "E I - Patients
© e : | progression-free 96 88
g =] ! ! at 12 months, %
&5 50 o : I oe 3
® = : : Patients
..: '% . : Olaparib progression-free 82 73
29 I " at 24 months, %
Q5 25— : I
s 9 | ; HR 0.71
o s | . (95% CI 0.45-1.09)t
: 1
| :
0 T T T f T T T |
0 6 12 18 24 30 36 42 48

Months since randomisation

*These results are based on weighted outcomes after matching tumour location status, ECOG status, FIGO stage, type of surgery (interval vs. upfront), residual disease status after surgery, response to first-line treatment and
age to SOLO-1. tConfidence intervals generated via bootstrapping

In SOLO-1 median follow-up was 40.7 months in the olaparib arm and 41.2 months in the placebo arm. In PAOLA-1 median follow up was up was 22.7 months in the olaparib + bevacizumab arm and 24.0 months in the placebo
+ bevacizumab arm

BRCAmM=BRCAL1 or BRCA2 mutation; Cl=confidence interval; ECOG=Eastern Cooperative Oncology Group; FIGO=Federation of Gynecology and Obstetrics; HR=hazard ratio; PFS=progression-free survival

1. Vergote |, et al. Presented at SGO Annual Conference 2020



SOLO1 vs PAOLA1L ITC

Olaparib monotherapy vs. bevacizumab monotherapy

Patients receiving olaparib maintenance monotherapy were observed a 52% reduction in the risk of
disease progression at 24 months compared with those receiving bevacizumab monotherapy

PAOLA-1 SOLO-1
100 . BRCAmM subset
Olaparib

o= e n=254
n =
g © | . _
5 ® : ' Olaparib Patients
S | ; progression-free 81 88

| |
g g - | | 509 bl . at 12 months, %
© c . : Patients
& .% : ! progression-free 50 73
) |
£9 : ) at 24 months, %
.g o 25 1 :
5 O . : HR 0.48
o s | | (95% CI 0.30-0.75)t

| |

; : :
| | I 1 | | I T
0 6 12 18 24 30 36 42 48

Months since randomisation

*These results are based on weighted outcomes after matching tumour location status, ECOG status, FIGO stage, type of surgery (interval vs. upfront), residual disease status after surgery, response to first-line treatment and
age to SOLO-1. tConfidence intervals generated via bootstrapping

In SOLO-1 median follow-up was 40.7 months in the olaparib arm and 41.2 months in the placebo arm. In PAOLA-1 median follow up was up was 22.7 months in the olaparib + bevacizumab arm and 24.0 months in the placebo
+ bevacizumab arm

Cl=confidence interval; ECOG=Eastern Cooperative Oncology Group; FIGO=Federation of Gynecology and Obstetrics; HR=hazard ratio

1. Vergote |, et al. Presented at SGO Annual Conference 2020



Bevacizumab monotherapy vs. placebo

Patients receiving bevacizumab maintenance therapy were observed a 35% reduction in the risk of
disease progression at 24 months compared with those receiving no active treatment

PAOLA-1 SOLO-1
100 =, BRCAmM subset

81% Placebo

n=126

75 =

Patients
progression-free 81 53
at 12 months, %

Patients free from disease
progression and death (%)

50 :
I Patients
: progression-free 50 36
: | at 24 months, %

25 = | :
! ! HR 0.65
: : Placebo SR (95% CI1 0.43-0.95)t
| :
1 1

0 | | T | T T | T
0 6 12 18 24 30 36 42 48

Months since randomisation

*These results are based on weighted outcomes after matching tumour location status, ECOG status, FIGO stage, type of surgery (interval vs. upfront), residual disease status after surgery, response to first-line treatment and
age to SOLO-1. fConfidence intervals generated via bootstrapping

In SOLO-1 median follow-up was 40.7 months in the olaparib arm and 41.2 months in the placebo arm. In PAOLA-1 median follow up was up was 22.7 months in the olaparib + bevacizumab arm and 24.0 months in the placebo
+ bevacizumab arm

Cl=confidence interval; ECOG=Eastern Cooperative Oncology Group; FIGO=Federation of Gynecology and Obstetrics; HR=hazard ratio

1. Vergote |, et al. Presented at SGO Annual Conference 2020



SOLO1 vs PAOLA1 ITC

Olaparib + bevacizumab vs. placebo

Patients receiving olaparib and bevacizumab combination maintenance therapy were observed a77%
reduction in the risk of disease progression at 24 months compared with those receivingplacebo

PAOLA-1 SOLO-1
100 — 96% BRCAmM subset
—— :
820 SLEDETLD 5 Placebo
bevacizumab* n=126
e n=151 -
Patients
Y progression-free 96 53
0

at 12 months, %

50 -
_\& 36% Patients
progression-free 82 36
-\_‘—\_\_‘L_ at 24 months, %
25 - \

HR 0.23
(95% Cl 0.14-0.34)t

Patients free from disease
progression and death (%)

I I I I I
0 6 12 18 24 30 36 42 48

Months since randomisation

*These results are based on weighted outcomes after matching tumour location status, ECOG status, FIGO stage, type of surgery (interval vs. upfront), residual disease status after surgery, response to first-line treatment and
age to SOLO-1. tfConfidence intervals generated via bootstrapping

In SOLO-1 median follow-up was 40.7 months in the olaparib arm and 41.2 months in the placebo arm. In PAOLA-1 median follow up was up was 22.7 months in the olaparib + bevacizumab arm and 24.0 months in the placebo
+ bevacizumab arm

BRCAmM=BRCAL or BRCA2 mutation; Cl=confidence interval; ECOG=Eastern Cooperative Oncology Group; FIGO=Federation of Gynecology and Obstetrics; HR=hazard ratio

1. Vergote I, et al. Presented at SGO Annual Conference 2020



SOLO1 vs PAOLA1 ITC

The PFS rate at 24 months seems to be greatest with
olaparib + bevacijzumab combination therapy in BRCAmM

PFS rate at 24 months (%)

bevacizumab

(n=151)*

Olaparib
s N

HR=0.71
(95% Cl 0.45-1.09)

HR=0.48
(95% CI 0.30-0.75)
Placebo + 50
bevacizumab
(n=71)*
HR=0.65
(95% Cl 0.43-0.95)
Placebo
0 20 40 60 80 100

* Results based on weighted outcomes after matching tumour location status, ECOG status, FIGO stage, type of surgery (interval versus initial), residual disease status after surgery (yes or no), response to first-line treatment and age to SOLO-1
BRCAm=mutation in BRCA1/2; PFS=progression free survival

1. Vergote |, et al. SGO Annual Meeting 2020
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The Adverse Events and Toxicity




The Most Common AEs Reported In Patients On Olaparib In SOLO-1 Lynparza-

olaparlb

Were Gastrointestinal Disturbances, Fatigue And Anaemia

Olaparib (N=260)  Placebo (N=130) Olaparib ["Placebo
(N=260) | (N=130)

Nausea 77.3

o
[
o
w
(o)

Any AE leading to a

ns | dose interruption, N (%) 1692 22 (17)

Fatigue/asthenia*

. Any AE leading to a
e e n _ 146 dose reduction, N (%) ) 1,
Anaemia* 28.8 - 10 Any AE leading to
Bherees s - s ((:i:/os)contlnue treatment, N 30 (12) 3 (2)

Constipation
Dysgeusia
Arthralgia

Neutropenia*

27.7

N
©
(V)

26.2

25.4

23.1

w
©
N
[
©

115

. All grades (frequency 225%) j( /] _

A\
. Grade 23 (frequency 25%) 1/2%’% g nFﬂ =Y
. All grades (frequency 225%) 1/4%!5 [==5] BQ mrsJ

[ Grade 23 (frequency 25%) 1/8EE =

[ I I I

100 75 50 25

©
o
o—.

o

25

Adverse events (%)

*Grouped term
AE = adverse event
1. Moore K et al. Oral presentation LBA7_PR, ESMO (2018)

I I 1

50 75 100



SOLO-1: Few Pts discontinued olaparib for haematologic AEs !éﬂparzam

tablets 150 mg

23% of pts in the olaparib gr and 2% in the placebo gr received at least one blood transfusion

Anaemiat Neutropeniat Thrombocytopeniat
Haematologic AEs _ _ _
Olaparib Placebo Olaparib Placebo Olaparib Placebo
Patients with event (all
grades), n (%) 101 (39) 13 (10) 60 (23) 15 (12) 29 (11) 5 (4)
Management, n (%)
Supportive treatment 72 (71) 4 (31) 11 (18) 2 (13) 2 (7) 1 (20)
Dose interruption 58 (57) 1(8) 30 (50) 5 (33) 6 (21) 0 (0)
Dose reduction 44 (44) 1(8) 10 (17) 1(7) 4 (14) 0 (0)
Discontinuation 6 (6) 0 (0) 1(2) 0 (0) 1 (3) 0 (0)
Outcome, n (%)"
Recovered/resolved 84 (83) 11 (85) 53 (88) 14 (93) 21 (72) 4 (80)
Recovered/resolved with 2 (2) 0 (0) 0 (0) 0 (0) 2 (7) 0(0)
sequelae
Recovering/resolving 5 (5) 0 (0) 1(2) 0(0) 0 (0) 0 (0)
Not recovered/resolved 10 (10) 2 (15) 6 (10) 1(7) 6 (21) 1 (20)
Patients with grade 23
events, n (%) 56 (22) 2 (2) 22 (9) 6 (5) 2 (1) 2 (2)

*Percentages were calcu
AE=adverse event

Colombo N, et al. Presented at 2019 ASCO Annual Meeting; May 31-Jun 4, 2019; Chicago, IL. Poster#5539

ated from the numberof patientswith that event; TGrouped-term events.



SOLO-1 & SOLO-2 & PAOLA-1 Trials:
Anaemia was the most common haematological AE

There was only a small increase in the occurrence of haematological AEs at the final DCO comparedto
the primary DCO

SOLO-1 SOLO-2 PAOLA-1
OI?E; rébISOO Placebo OlanﬁgrétiSOO Placebo Olaparib + Beva Beva
= 0 = 0] - ) — 0
(n=260) % (n=130) % (n=195) % (N=99) % (N=533)% (N=267)%
Grade Grade Grade Grade Grade Grade

Any >3 Any >3 Any >3 Any >3 Any 53 Any >3
Anemia 39 22 10 2 46 21 10 2 41 17 10 <1
Ne‘;tig’pe 23 9 12 5 24 7 6 4 18 6 16 3
Thrombo 11 1 4 2 16 2 4 1 3 5 3 <1
cytopenia

DCO 3 February 2020

*Grouped term.

AE=adverse event; BID=twice daily; DCO=data cut-off
Poveda A, et al. Presented at ASCO 2020. Abstract #6002
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H 300 mg BID

1 2 3 4 5 6 7

8

M 250 mg BID

100 A

90

80
70

60

50

40 A

30 A

Proportion of patients

10 7

9 10 11 12 13 14 15 16 17

200 mg BID

18

Other regimen* M No dosing**

19 20 21 22 23 24

Treatment month

No of patients treated: 195 190 189 182 175 169 156 153 147 139 134 129 122 121 115 110

Dose reduction occurred

mainly in initial 6 months

Patients (%)

100 T

907

807

707

601

507

407

307

207

107

A e e

M 300 mg BID W 250 mg BID 200 mg BID No dosing®

16 17 18 19 20 21 22 23 24

W Other regimen*
[ |

9 10 11 12 13 14 15
Treatment time (months)

260 248 242 234 226 224 215 214 212 204 201 198 193 188 187 181 180 176 174 173 172 171 169 162



MDS/AML of SOLO-1 & SOLO-2 Trials: AEs Of Special Interest

Were In Line With Rates Seen In Previous Trials Of Olaparibt2 2227
SOLO-1 SOLO-2
Olaparib Placebo Olaparib Placebo

N=260 (%)

N=130 (%)

N=195 (%)

N=99 (%)

MDS/AML,* N (%)

3 (1)

0

16 (8)

4 (4)

New primary
malignancies,™ N (%)

5 (2)

3 (2)

8 (4)

2 (2)

Pneumonitis/ILD, N
(%)

5 (2)

0

3 (2)

0 (0)

*The three cases of MDS/AML occurred 1.7-5.7 months after stopping olaparib (duration of olaparib therapy of 14.3—-24.9 months); tIncluding breast cancer (n=3), head and
neck cancer (n=11 and thyroid cancer (n=1) in the olaparib group and breast cancer

AML = acute myeloid leukaemia; MDS = myelodysplastic syndrome; ILD = mterstitiaflung disease

1. Moore K et al. N. Engl. J. Med. 2018;379:2495-2505; 2. Moore K et al. N. Engl. J. Med. 2018;379:2495-2505 [supplementary appendix].

n=3) in the placebo group

Lynparza-




Incidence of MDS/AML in Olaparib Trials Across Cancer Types

AML/MDS AML/MDS
Median follow-up rate in PARPI rate in

Setting Comparator arm

(months) arm comparator
n/N (%) arm, n/N (%)

22 (primary DCO) 4/195 (2) 4/99 (4)
SOLO-22 PSR OC maintenance, BRCAmM 66 in the olaparib arm, Placebo
65 in the placebo arm (final DCO) 1 () (6
Study 195 PSR OC maintenance 78 2/136 (1) 1/128 (1) Placebo
Newly diagnosed OC
PAOLA-16 maintenance, in combination with 36 6/535 (1) 4267 (1) Bevacizumab

bevacizumab
Newly diagnosed OC 58 in the olaparib arm,
=11
SOLO-L maintenance, BRCAmM 60 in the placebo arm 3/260 (1) 07130 (0) Placebo

TPC.capecitabine,

0/205 (0) 0/91 (0) eribulin or
vinorelbine

OlympiAD 25 in the olaparib arm,
3 HER2- gBRCAmM mBC 26 in the TPC arm

9 in the olaparib arm,
4 in the placebo arm

Olaparib is only indicated for the dposage of tablets in Taiwan, please refer to the TFDA approved package insert for the full information. . ) .
PIeaPse note t%aly as eadt to-heaJI stud?es e are not conductetyv between t%ese products, it is Pnapp? pﬁate tg 8raw gny comparisons and/or make any conclusions as the study design, demographics.

Banerjee S, Moore K, Colombo N, et al. Maintenance olaparib for patients with newly diagnosed advanced ovarian cancer and a BRCA mutation: 5-year follow-up from SOLO1. Abstract #811MO. Presented at the: ESMO Virtual Congress 2020; 19-21 September.

Korach J, Turner S, Milenkova T, et al. Incidence of myelodysplastic syndrome (MDS) and acute myeloid leukemia (AML) in patients (pts) with a germline (g) BRCA mutation (m) and platinum-sensitive relapsed ovarian cancer (PSR OC) receiving maintenance olaparib in SOLO2: Impact of prior lines of
platinum therapy. Abstract #5548. Presented at the: ASCO Annual Meeting 2018; 1-5 June; Chicago, US.

Robson M, Tung N, Conte P, et al. OlympiAD final overall survival and tolerability results: Olaparib versus chemotherapy treatment of physician’s choice in patients with a germline BRCA mutation and HER2-negative metastatic breast cancer. Ann Oncol. 2019;30(4):558-566.

Golan T, Hammel P, Reni M, et al. Maintenance Olaparib for Germline BRCA-Mutated Metastatic Pancreatic Cancer. N Engl J Med. 2019;381(4):317-327.

Friedlander M, Matulonis U, Gourley C, et al. Long-term efficacy, tolerability and overall survival in patients with platinum-sensitive, recurrent high-grade serous ovarian cancer treated with maintenance olaparib capsules following response to chemotherapy. Br J Cancer. 2018;119(9):1075-1085.

POLO*4 1L mPC 0/91 (0) 0/60 (0) Placebo

Nooksw DR

Ledermann JA. Harter P. Gourlev C. et al. Overall survival in patients with platinum-sensitive recurrent serous ovarian cancer receiving olaparib maintenance monotherapv: an updated analvsis from a randomised. placebo-controlled. double-blind. phase 2 trial. Lancet Oncol. 2016:17(11):1579-1589

Ray-Coquard |, et al.. Olaparib plus Bevacizumab as First-Line Maintenance in Ovarian Cancer. N Engl J Med. 2019;381:2416-2428 -14704-LYN-05052021



The AE profile of olaparib in PAOLA-1 was consistent with
previous trials of olaparib

Olaparib + bev (n=535) Placebo + bev (n=267)

Fatigue/asthenia* = 0 5 | E
Nausea - I |:
Hypertension 46 K
Anaemia* a1 |
Lymphopenia 2 [ | :
Arthralgia 22
Vomiting 22 I:
Abdominal pain 19 E

All grades (frequency 215%)

Diarrhoea 18
Grade 23

|
N

Neutropenia*
P 18 ‘ I = All grades (frequency 215%)

- N
Leukopenia* s [ | B Grade>3

Urinary tract infection 15 | <
I
0

[ I I I

100 75 50 25 0 25 50 75 100

Adverse events (%)
*Grouped terms. All grade thrombocytopenia (grouped term) occurred in 8% of patients in the olaparib group, and 3% of patients in the placebo group, grade =3 thrombocytopenia occurred in 2% of patients in the olaparib
group and <1% of patients in the placebo group
AE=adverse event

1. Ray-Coquard |, et al. N Engl J Med. 2019;381:2416-2428.



Dose interruptions and reductions due to AEs were more common
In PRIMA than in PAOLA-1 and SOLO-114

PAOLA-112

Olaparib + SOlLoHE Rl
n (%) bevacizumab Olaparib Niraparib
(n=535) (n=260) (n=484)
All grade AEs 531 (99) 256 (98) 478 (99)
Grade 23 AEs 303 (57) 102 (39) 341 (70)
SAEs 167 (31) (21) 156 (32)
Deaths 1(<1) 0 2 (<1)
Dose interruptions due to AEs 291 (54) 135 (52) 385 (80)
Dose reductions due to AEs 220 (41) 74 (28) 343 (71)
Discontinuations due to AEs 109 (20) 30 (12) 58 (12)

In the absence of head to head studies, cross-trial comparisons cannot be made as trials differ in design, size, time period of recruitment, location of study sites etc.

AE=adverse event; SAE=serious adverse event

1. Ray-Coquard I, et al. N Engl J Med. 2019;381:2416-2428; 2. Ray-Coquard I, et al. N Engl J Med. 2019;381:Supplementary Appendix; 3. Moore K, et al. N Engl J Med.

2018;379:2495-2505;

4. Gonzalez-Martin A, et al. N Engl J Med. 2019;381:2391-2402




Haematological AEs of 3 Trials of PARPI In First Line Maintenance

Treatment

PRIMAL PAOLA-12
: : Niraparib :
Grade 23 AEs. % Niraparib o Placebo Bevacizuma
’ : modified :
fixed dose (both) b + olaparib
n—21RK)\ dose Nn—2/1A1\ In—R2R)\
(n=169)
Any 76 60 19 57
Anamia 36 22 2 17
Neutropenia 24 15 1 6
Tharombocytopenl 48 21 <1 5
Hypertension / 5 1 19

. One case of MDS was reported in PRIMA, in the fixed dose niraparib group*
In the absence of head to head studies, cr

Data by niraparib dosing group for non-ha e - .

*Excluding patients who discontinued because of disease progression

AE=adverse event; MDS=myelodysplastic syndrome; NR=not reported

1. Mirza M et al. Presented at ASCO Virtual Conference 2020, 29-31 May. Abstract #6050; 2. Ray-Coquard |, et al. N Engl J Med. 2019;381:2416-2428;
3. Moore K, et al. N Engl J Med. 2018;379:2495-2505; 4. Gonzalez-Martin A, et al. N Engl J Med. 2019;381:2391-2402

b + placebo
In—2R7\

Bevacizuma

51

<1

<1

30

SOLO-13
Olaparib Placebo
(n=260) (n=131)
39 18
22 2
9 )
1 2
NR NR

etc
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Germline BRCA Testing: R EEEAEBEMBRCA 12ERZRE
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= Niraparib
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&
5%

oJEpE R IR

(FaREFSHREZELS

N Clsparip pevacimma [N

e Olaparib + Bevacizumab*
ag Bevacizumab |

g Covecizumab |

IEIZEEMEBRY

+ NCCN (V:32021): InthesbserncecfaBRCA YamutaionHRD testingmayalsobeconsdered asit mayprovice informnation
aoouthemegriudeofbenefit of PARP inhibitor mainienencetherapyfolowingfirst-ine drematheraoy(Gategory 2B).

EERE

PDS: Primary debulking surgery
IDS: Interval debulking surgery
NACT: Neoadjuvantchemotherapy

ng Bevaczumab (RS

BRCA: Breast cancer susceptibility gene
HRD: Homologous recombination deficiency
NCCN: National Comprehensive Cancer Network

1. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Ovarian Cancer Including Fallopian Tube Cancer and Primary Peritoneal Cancer V.2.2021. © National Comprehensive Cancer Network, Inc. 2021. All rights reserved. Accessed August 23, 2021. 2. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)
for Genetic/Familial High-Risk Assessment: Breast, Ovarian, and Pancreatic V.2.2021. ©National Comprehensive Cancer Network, Inc. 2021. All rights reserved. Accessed June 3, 2021. To view the most recent and complete version of the guideline, go online to NCCN.org. NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their
application or use in any way. 3. Pennington KP, et al. Clin Cancer Res. 2014;20(3):764-775. 4. Konstantinopoulos PA, et al. J Clin Oncol. 2020;38(11):1222-1245. 5. SGO website. http://www.sgo.org/clinical-practice/guidelines/genetic-testing-for-ovarian-cancer/. Accessed June 3, 2021. 6. Colombo N, Ledermann JA, on behalf of the ESMO Guidelines Committee, Updated treatment recommendationsfor newly

diagnosed epithelialovarian carcinomafrom the ESMO Clinical Practice Guidelines, Annals of Oncology (2021)

)


http://www.sgo.org/clinical-practice/guidelines/genetic-testing-for-ovarian-cancer/.Accessed
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*ESMO Guideline (2021 July update ) recommends all patients with high-grade OC should be tested for BRCA7/2mutation (germline/somatic) at diagnosis.
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=13~15%

~20%

=50%

NCCN=National Comprehensive Cancer Network; ASCO=American Society of Clinical Oncology; ESMO: European Society for Medical Oncology; SGO=Society of Gynecologic Oncology; BRCAl=breast cancer susceptibility
gene 1; BRCA2=breast cancer susceptibility gene 2; HRD=homologous recombination deficiency.

1. Frey MK, et al. Gynecol Oncol Res Pract. 2017;4:4. 2. Watkins JA, et al. Breast Cancer Res. 2014;16(3):211. 3. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Ovarian Cancer Including Fallopian Tube Cancer and Primary Peritoneal Cancer V.2.2021. © National Comprehensive Cancer Network, Inc. 2021. All
rights reserved. Accessed August 23, 2021. To view the most recent and complete version of the guideline, go onlineto NCCN.org. NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims any responsibility for their application or use in any way. 4. Pennington KP, et al. Clin Cancer Res. 2014;20(3):764- 775. 5.
Referenced with permission from the NCCN Clinical Practice Guidelinesin Oncology (NCCN Guidelines®)for Genetic/Familial High-Risk Assessment: Breast, Ovarian, and Pancreatic V.2.2021. ©National Comprehensive Cancer Network, Inc. 2021. All rights reserved. Accessed June 3, 2021. To view the most recent and complete version of the guideline, go

onlineto NCCN.org. 6. Konstantinopoulos PA, et al. J Clin Oncol. 2020;38(11):1222-1245. 7. SGO website. http://www.sgo.ora/clinical-practice/quidelines/genetic-testing-for-ovarian-cancer/. Accessed June 3, 2021. 8. Colombo N, Ledermann JA, on behalf of the ESMO Guidelines Committee, Updated treatment recommendations for newly diagnosed epithelial ovarian
carcinomafrom the ESMO Clinical Practice Guidelines, Annals of Oncology (2021).9. Konstantinopoulos PA, et al. Cancer Discov 2015;5:1137-1154.
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olaparib

tablets 150 mg

Olaparib (Lynparza) :
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Take-Home Message

* SOLO1: For stage Ill/IV HGSC, Olaparib is the most powerful
maintenance therapy after 1st-line chemotherapy (CR or PR)

* PAOLA-1:
e Adding Olaparib to Bevacizumab prolonged PFS over Bevacizumab alone

* Population-based analysis from SOLO1 & PAOLA-1

* PFS benefit is similar between Olaparib & Bevacizumab+Olaparib
 However, Head-to-Head comparison is needed for more solid evidence

e Bevacizumab had no boundary of histology type, neither BRCAm
biomarker

* Early check-up of BRCA/HRD status help select maintenance therapy
* Real-world data in CGMH Linkou good tolerance to Olaparib 600 mg/D
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What is Homologous Recombination Deficiency (HRD)?

%
DA DA -

Double-strand break in DNA

N
Homologous Recombination Repair
(HRR)

Fanconi
anemia
complex

.

-
Disruptions in the HRR pathway

VS

Fanconi
anemia

complex

\ J
* Mutation

v
— DDA

HR proficient (error-free DNA repair)
HRD- cells

Q
— DA DA

HR deficient (HRD) rely on error-
prone repair mechanisms &
accumulate-genomic scars
HRD+ cells -

SOFIVA

GENOMICS



Why Use Two Strategies to Detect HRD?

v The goal is to identify as many patients as possible that will benefit from PARP inhibitor

HRD

| R

—~ 0
and HRR panel) =50% oF womeN

®
‘ HRR gene panel ﬂ * i
(including BRCA 1/2)

Tumor Sample =31 % oF woMEN

(Germline+Somatic)
BRCA1/2 * *

=22% oF womeN

L e
®

L/ SOFIVA

GENOMICS



Summary of Efficacy in Randomised Phase Ill Trials of PARPis in

the Front-Line Ovarian Cancer Setting

Trial Maintenance

PRIMA/ENGOT-0OV26 niraparib

PAOLA-1/ENGOT-0OV25 olaparib +

(N = 733)" bevacizumab (N = 806)°"
Median duration of follow-up, 14 23 vs 24
months (PARPi vs control)
All comers (N = 733) (N = 806)
PFS HR (95% Cl) 0.62 (0.50—0.76) 0.59 (0.49—-0.72)
Median PFS, months (PARPI vs t:ﬂntml:lb 13.8 vs 8.2 22.1 vs 16.6
BRCA mutated (N = 223) (N = 237)
PFS HR (95% Cl) 0.40 (0.27—0.62) 30% 0.31 (0.20—0.47) 29%
Median PFS, months (PARPI vs E{lntr{ﬂ]h 22.1 vs 10.9 37.2 vs 21.7
HRD test positive (N = 373) (N = 387)
PFS HR (95% Cl) 0.43 (0.31—0.59) 51% 0.33 (0.25—0.45) 48%
Median PFS, months (PARPi vs control)” 21.9 vs 10.4 37.2 vs 17.7
HRD test positive non-BRCA mutated (N = 150) (N = 152)
PFS HR (95% ClI) 0.50 (0.31—0.83) 20% 0.43 (0.28—0.66) 19%
Median PFS, months (PARPi vs L:':lntml:lt1 19.6 vs 8.2 28.1 vs 16.6
HRD test negative (proficient) (N = 249) (N = 277)
PFS HR (95% Cl) 0.68 (0.49—0.94) 1.00 (0.75—1.35)
Median PFS, months (PARPi vs control)® 8.1 vs 5.4 16.6 vs 16.2 OFIVA

GENOMICS

Ann Oncol. 2020 Sep;31(9):1148-1159.



Summary of Efficacy in Randomised Phase Ill Trials of PARPis in
the Front-Line Ovarian Cancer Setting

Table 1 Biomarker Testing for Patient Selection
Olaparib [T-0v26 niraparib  PAOLA-1/ENGOT-OV25 olaparib +
Indication Biomarker bevacizumab (N = 806)*

: - : 23 vs 24
First-line maintenance
treatment of germline or BRCAIm, BRCA2m (N = 806)
somatic BRCA E‘n advanced 76) 0.59 (0.49—0.72)
ovarian cancer 221 vs 16.6
First-1i Int (N = 237)

HSEHRE matiiehance 62) 30%  0.31(0.20-0.47) 29%
treatment of HRD-positive BRCAIm, BRCA2m and/or

2 -positive Jrtdam 37.2 vs 21.7

advanced ovarian cancer in genomic instability (N = 387)
combination with 59) 51% 0.3 (0.25—045) 48%
bevacizumab 37.7 vs 17.7
Maint treatment of N ' t for b k (N = 152)

aintenance treatment o o requirement for biomarker 83) 20% 0.43 (0.28—0.66) 19%
recurrent ovarian cancer testing 28.1 vs 16.6
Advanced gBRCAm loa) ;NDD: {E?;; 1.35)

i : BRCAIm, eBRCA?2 ' o

ovarian cancer g m, g m 16.6 vs 16.2 GES%E&_}/A

Ann Oncol. 2020 Sep;31(9):1148-1159.



Approximately 50% of HGSOC Have Alterations in HRR Genes

OTHER (some may HR deficient via upregulation of HR DEFICIENT

miRNAs or other mechanisms) BRCA1 germline mutations 8%

BRCA1 somatic mutations 3%

Other 21%

RCAZ2 germline mutations
6%

BRCA2 somatic mutations
3%

NER mutations 4-8% — BRCA1 promoter

methylation 10%

MMR mutations 3%
-
CDK12 mutations 3%
RAD51C promoter
methylation 2%

Cyclin E1 amplification 15%
FA gene mutations 2%

Core RAD gene mutations 1.5%

HR PROFICIENT \

PTEN \

EMSY
II holr:)'n;)sz );%Zus amplification 6% \‘

POSSIBLY HR DEFICIENT

HR DNA damage gene mutations 2%

Cancer Discov. 2015;5:1137-1154.

HRD

.

HRR Gene
Mutations

.

( . L)
Entire Genomic
Landscape
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@
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1
Detection of Homologous Recombination Deficiency (HRD) %Lr(e

EEEEEEE

HRD

\ Effect

Genomic Integrity Index

Low-pass WGS

Access accumulated DNA damage

N SOFIVA

GENOMICS



U}%
SOFIVA HRD Status - Test of Content ﬁﬂv

SOFIVA

GGGGGGGG

CAUSE EFFECT

28 HRR gene variants + Genomic integrity index = HRD status

Low-Pass
WGS

(including BRCA1/2)

DI=T=To)
Learning

Targeted
Sequencing

 MLPA: BRCA1/2 - Sanger sequencing

v' Combines the sequencing of HRR genes and measures Genomic Integrity in a single assay

v" Fully exploits the information provided by low-pass WGS

v’ Cost-effective X SOFIVA

GENOMICS



SOFIVA HRD Status — Test of Content

DNA tumor

sample
Variant G ? q i
> Li Capture - Load calling ermtine and somatic
Library I (HRR genes) Flowcell ' — | variants in HRR genes cause
‘ ‘

I
Deep SOPHIA GENETICS X EffeCt

Low-coverage whole genome Learning

Genomic Integrity Index

HRR gene variants + Genomic integrity index = HRD status

HRR Gene List

e A
AKT1 CDK12 FGFR1 PPP2R2A Whole Genome Low-Coverage Profile
ATM CHEK1 FGFR2 RAD51B o -

E ; S Bl g ; '};;E e % aast
BARD1 CHEK2 FGFR3 RAD51C S -l ki B i R i
BRCA1 ESR1 MRET1 RAD51D R PRAGIRRERR MR BR WmRA B
BRCAZ FANCA NBN RAD54L Fm & & 3 3 & U 8

Genome position
BRIP1 FANCD2 PALB2 TP53 \ y
@

CCNET1 FANCL PIK3CA PTEN SOFIVA
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Convolutional Neural Networks (CNNs)

A set of pixels become a set of votes

t 3
c c =
o o o o o
s > = - &n = - téo >~‘§ >~%
HIEIEIEEE E BB
=
> || x > I~ o S|l ||l o ||2ZE||2E
: : a8
O O O © ©

* Filtering: the math behind the match

SOFIVA

GENOMICS



CNNs - Genome Integrity Index

e Transform low-pass WGS (~1x) coverage profile into an “image”

* Use CNNs to classify images as Gl positive and Gl negative

Low-pass Feature extraction Classifier
WGS coverage

v
Y]
—
=
o~
)
V)
e
e
c
o
>
9
&
(high dimensional) Convolutional Neural Network Neural Network
g N
Whole Genome Low-Coverage Profile
w ! it P o )
3 i Bah Genomic Integrity Index ._
Qo . .
Genome position |
b 7

Probability

o

Output

L

Gl score

Gl negative
Gl positive

SOFIVA

GENOMICS



SOFIVA HRD Status - Interpretation of Results

SOFIVA HRD
Status

Cause | | Effect

Tumor 28 HRR .. .

. Genomic integrity
gene analysis
BRCA1/2 mutant and / or Index >0

BRCA1/2 wild-type and Index < 0

HRD status (+)

HRD status (-)

5
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GENOMICS



SOFIVA HRD Status - Interpretation of Results

HRD status (-)

BRCA1/2
Variant

Genomic
Integrity
Index >0

HRD status (+)

SOFIVA

GENOMICS



SOFIVA HRD Status — Case Report

Normalized Coverage

Normalized Coverage

o B B N
w o w o
1 1 1

o
o

HRD: Negative

¢ Genome integrity index = -13.8
¢+ 28 HRR gene: wild-type
—> HRD status: Negative

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 2122

¢ Genome integrity index = 14.1
| ¢ 28 HRR gene: BRCA1 deletion
‘ Wfﬁﬁg -0 i i % (BRCA1 c.3858 3861del 74.75%)

LI - ¥ H'g T R g & - HRD status: Positive

é % é I9 1IO 1I1 1I2 1‘3 1I4 1‘5 1I6 1I7 1I8 1'9 2I0 2I12I2 % Sanger: Germllne mUtatlon
Genomic Position (Chromosome) —
SOFIVA

GENOMICS



SOFIVA HRD Status — Report

J snes

wAEE HRlER HRD status Ao o an BR

B 1 e GRD) AR W R
S mEm e SOFIVA HRD Status
Cammisor: BEBEEBNER

BEON HFEW WEEW BR.CA]-R Emmﬂj ﬁtljﬂm

Ll mERE 5 & |68 | BamEs HEEW mREn

Z1CRIOMAL [ FFPE/ &
B R
BRAE el;unnsnnm Hn:::uusj w-_-ﬂﬁm:ll - EE“EE&E“(G“] EEHZ‘:EE H RD PUSitiUE‘

mIER®mAER

HRR EEH A BLAR

BRCALZ BEMN WERE

R R
BEBBEESRERGH BERTEE HRD Positive

eessess B et Pathogenic B =RmeEEEy G

' BT Pathogenic B zamE=tEn o
PALB2 = T
£5409_ 5412de| c1055de

B VallB0sf plysisife 141

NM_000053.3 NM_024675.4

¢.5409_5412del c.1059del
HWE®E Summa
!na'-.mn ' p-Va 11804fs p.Lys353fs 14.1
S e e e, TR NM_000059.3 NM_024675.4
iR WEWNE L W
Technician Approved Signatory Medical Director

B =@ summary

A REAR I RERE °,

1. 85 BRCA2 c.5409_5412del ER A5 REFARARE - GSaH4A HRD Positive© SOFIVA
2. BE& PALB2 c.1059del EFEFEFES - GENOMICS




Concordance Data — Internal Study SOPHiA GENETICS

« The SOPHiA solution was assessed using 62 high-grade serous Ovarian Cancer samples (public data)

39 1 ! ™
90 - 1
I-D-n 251 B0 - i .{(
9 e 1 I o
E= g - II 70 i * e
H - 1 a® /.i
g = 1. S _II__II____IIIII as - g E 60 : t? /- *e
c 1 l o =T 1 b 4
ol v = I./ ] .
8 B ) + 50 4 e s | ’ -
16 e D eememem - - o _+. ____________
“a . ————r————————r——————————— = e ) g"l‘ ’
Samples sorted by Prototype GlI 30 - ) v :
7% %1
20 - ,’ . :
Conclusion: BRCA mutated samples are correctly classified as HRD S |
=20 =10 o 10 20 0

positive via Prototype Genomic Integrity Index analysis by SOPHiA DDM"

Prototype Genomic integrity
Index by SOPHiA DDM"

Conclusion: Prototype Genomic Integrity Index by SOPHiA

DDM™ strongly correlates to HRD Score (LOH + TAI + LST)
Patch et al., Nature 2015

Product in development - Mot for use in diagnostic procedures
© SOPHiA GEMETICS 2021 - Confidential Data on file



Concordance Data - External Study

FN

z

:

HRD Score
(LOH + TAIl + LST)

TN

*  +SOPHiA threshold

.
* .
. 2 .
. L S ———
.

(LOH + TAI + LST) : 94%

TP

FP

Prototype Genomic Integrity

© SOPHIA GEMETICS 2021 - Confidential

by SOPHiA DDM"

Product in development - Mot for use in diagnostic procedures

SOPHIA GENETICS

53 samples passed SOPHIiA DDM™ sample QA
e Observed concordance to HRD Score




Concordance Data — External Study (will have peer to peer review publish)

SOPHIA GENETICS

e Overall excellent concordance with the published method using HRD Score (LOH + TAI + LST)

(/S //4 SG = Low Confidence
SG = Rejected

-t
k=]

—
(=] o

Genomic Integrity Index
U
(=3

w
o

Samples sorted by Prototype GlI

Gold
Standard

© SOPHIA GEMETICS 2021 - Confidential

Product in development - Mot for use in diagnostic procedures




SOFIVA HRD Status — Repeatability and Reproducibility

Inter-run Intra-run Repeatability and Reproducibility
20 | L L
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O 15
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SOFIVA HRD Status — Overview

B A oK AEEHEY R + 2

* HRD status

o Al S « BRCA1/2E A (ZgBRCA1/2 LGR)
EAINS . 28{EHRREEZ 253

- EFAZEHIEEGGI

* NGS : HRREEEFF + Low-pass WGS

A - MLPA : £t¥igBRCA1/2 LGRIEI
« SangeriEFF : MERERARERFERAEBHE M
i A7 £ [E] HEAERZINEF /| T EHA
(EH1EERY SNV / InDel / CNV (LGR)* / Gl
ryi TR 101 T {EX**
"$H¥IBRCAL/2 AR ERE NI S BRI EtE
B &Z2HRDZE R ¥IE 4 .

HRD(+) : BRCA1/2mutant K/5k Gll > 0; HRD(-) : BRCA1/2wild-type 75'2 Gll < O YEV A

GENOMICS



SOFIVA HRD Status — Features and Advantages

e 28 HRR genes (including BRCA1/2) HRD status (-)

* Genomic Integrity Index

* Low-pass WGS '
BRCA1/2 ?nizzl':t':
* Sanger sequencing | £l Index

e (Cost-effective

HRD status (+)

L ®
k:-;.

SOFIVA

GENOMICS



:Js

SOFIVA

GENOMICS

=EEEROHAERAT

www.sofiva.com.tw

0

T +886-2-2382-6615

F +886-2-2382-6617
Bidm100F FEEE K275



B s
o EE BAED

{EEF R IR E T




19604 1L 2 K Djerassi

Hm%ﬁmﬁ%ﬁ BHEE H 5 — & O Ak i 22
¢ HEXSETX TN ZEEnovid,
F{=HEN,

A 2R udwig
Haberlandt®& R8T
T RASFNON R 73 WY
AR AlARET X %A
&, WikEYERES
BREZHM[RE,




HEIR, WA oUW REIER

Feedback 4) or (=) Hypothalamus ﬂ
[ J—— anterior pituitary
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| =y T WLt
EER TR E Blood levels of FSH =
*E*EH_FEE‘% »,\ LH levels
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Enhances cycle
control through
stabilizing the
endometrium

Change
endometrium
making implantation
less likely

Inhibits follicular
development

Inhibits LH surge:
prevents ovulation

Thickens cervical
mucus impedes
sperm
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17a-Spironolactone
17a-Hydroxyprogesterone

19-Nortestosterone

Norethisterone (1%!) Levonorgestrel (2") Gestodene (3")

Cyproterone acetate (4") Drospirenone (4™)

Desogestrel (3") Gestrinone (3™) Dienogest (4™")



Levonorgestrel

lrh-_ “As ""§ nd . g
? 1%%;_}2—_]% (2" Microgynon, Winstop) Drospirenone
rl]\l(z:(/althisterone Desogestrel Cyproterone (4t vasmin / Yaz / & 2/& 1)
+ mestronol (3 Mercilon) (4" Diane-35)
-1970s 1980s 1990s 2000s
—
Yuzpe method Danazol Levonorgestrel + EE Ulipristal acetate
Mifepristone (Preven) (Ella One)

Levonorgestrel
(Plan B, fA135 &)

R R

Jlinl

s 4551 20 :
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E—S AR
= PREVEN™ Emergency Contraceptive Kit

= 0.25mg levonorgestrel + 0.05mg ethinyl estradiol

F&72/EFNARA2%E, 12/ EHEE AR A25E

« BRJE.RRD. e, 2LERREFRIFARERERS

= FRIIEET5%

=« B=ANEREER, RS
ZLUEFERRRAER

w]
Lo

PREVEN PI 9



BRARRERERE

= Ulipristal acetate 30 mg

= {ER#EEEAmifepristoneE ASPRM
F&120/M N AR A — 58

« BEEIEAR:ED. 5E. B, BBfE. 2K

= IR IKAREREM AR (24/MFAN>95%)

w]
Lo

Lancet 2010; 375: 5655-62

10



BRERRSNEREPEE
= EFREFF S L evonorgestrel 1.5mg’

=« BER72/IMEFENIRFA1E

« WBREVER: . IBE. B, 5855

= FRINER K AR B2 B 8 T A [B] (247N >95%)
= #EEi| evonorgestrel FHFERIELIE =45

= T@i@'ﬂﬂ?é%@ﬂ’]ﬂl}

1. Safe Plan PI
2. Lancet 2010; 375: 555-62
3. Obstet Gynecol 115(6):1263-6. Jun, 2010




= Yuzpe method:"
w E—RERBEEZETFER
DM ERBESE
Mz 5EHHm 2
% 2 AR R =8 = AE (B B2 M fiE
35m AL
m7s
= LevonorgestrelE2Ulipristal acetate:%°

s DEIELNG / UPA M B BB 8 E

1. Preven Pl
2. Plan B PI >
3. Ella One PI



EHE X
HiEREREZEMERBHIEMLEAEN, EREAREETERSHI,
B EBMALZ 2,
O N E

| Yuzpe, LNGELUPA, BT SRT72/NEFN, 5xA 120/ AR,

& 81120/ By, EEZEMEAIUD,
= BMI{E=30

R EERBMIZ3000ie R (E S R B2 ENIR 2 E EBMI<25/93.615
= R—AEEBNBREERRBEEE

MRBTRAER, ZR—AGEINBRBEERFRELETS EBEEEMNGK
%3 3IBHEINEREEE,

Contraception. 2011;84:363-7. o



Generation Progestagen Product

1st Norethisterone Zoesyn ;&R

Microgynon TREEHT

2nd Levonorgestrel Winstop T/28 ;B 4E(=F8EY)

Desogestrel Mercilon (=

3rd __ __
Gestodene Gynera #iEEZ/Meliane I ER

Cyproterone acetate Diane-35 EE %L

Gveza B#C/ZH

Drospirenone Yasmint8 2 / Yazie &
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Primary Use
Prevent pregnancy

Secondary Uses

Heavy or irregular menstruation, A
Endometriosis, & [N EALE

Polycystic ovary syndrome , ZZE 400 &

AN

Dysfunctional uterine bleeding, Th#

N Jany T
AL, &L
(<< 4

e, ELAE

17
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= Improve acne
s Cyproterone, Drospirenone

m Reduce edema
m Drospirenone

Ther Adv Drug Saf 2014, Vol. 5(5) 201-213



L
P |
SR
n R
90

Estrogenic Progestogenic Androgenic

Q)

S velling N 3
\%0 .
g i e f & =
e @\,
2 o
,'/‘ :
o - . ¢ > S v = ;
¥ s th i
“' ;: ge 3
\ . Se ,.”,;1" )¢ A

(e,




;: % TR e == ael. o
Ll BEMEREFCE
NARL T P S R ZIN LU+  TERREENEITRESE 80.02-0.035mg

: Androgenic Anti-androgenic | Anti-mineralocorticoid
e | T HEME(LSENE MBS | AR EEEs
= PR (38 B8 - 55) | (REE8) GEERKEE)
X — Drospirenone% _ e ++
3mg
4th Drospirenone _ a +
3mg
Sk %E Cyproterone — AP e
JJ xH 2mg
& Gestodene L
3 0.075mg b S
» Desogestrel . -
o 0.15mg %
" Levonorgestrel - =
- 0.15-0.25mg i
T Norethisterone + - -
1mg

+ {EFR83RE : (+) {ERBEEHY ; - REIEA

Contraception 1996;54:243-51. Climacteric 2003;6 Suppl 3:49-54. Ann N Y Acad Sci 1995;761:311-35. —
Contraception 2000,62:29-38. Gynecol Endocrinol 1999; 13:316-26. FEERIEASEHE
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17a-spironolactonef T4 %1, EF 41k (anti-androgenic) & in

MR EREE

E2 (anti-mineralocorticoid) H4F 1.

17a-spironolactone Drospirenone

21
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mie

4
Table 3. Risk of developing venous thromboembolism in a year according to the European Medicines Agency
[European Medicines Agency, 2013].

Women not using a combined hormonal

pill/patch/ring and are not pregnant About 2 out of 10,000 women
Women using a combined hormonal

contraceptive [CHCI containing

levonorgestrel, norethisterone or norgestimate About 5-7 out of 10,000 women
women using a CHU containing
etonogestrel or norelgestromin VS About 6-12 out of 10,000 women

Waomen 1icina a CHC eantaininn

drospirenone, gestodene or desogestrel About 9-12 out of 10,000 women

women usmg a CHC contammg
ro;ucts.

chlormadinone, dienogest or nomegestrol NoI yetoaw
|

'Further studies are ongoing or planned to collect sufficient data to estimate the risk¥for these p

Pregnant women :About 29 out of 10,000
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*Per 10,000 women-years
EE: Ethinylestradiol
Dinger et al. Contraception 2007;75(5):344-54 27



Journal of Thrombosis and Haemostasis, 10: 992-997 DOI: 10.1111/5.1538-7836.2012.04720.x

ORIGINAL ARTICLE

Sex hormone-binding globulin as a marker for the thrombotic
risk of hormonal contraceptives

M. RAPS,* F. HELMERHORST,*t K. FLEISCHER,i S. THOMASSEN,§ F. ROSENDAAL,* J. ROSING,§

e SHBGRAPC resistancefE&OC Mz REMEEE(HIEE,

SHBG APC resistance
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Journal of Thrombosis and Haemostasis, 10: 992-997 DOI: 10.1111/j.1538-7836.2012.04720.x
BCyproferoneis 2
OC, SHBGRER®, &

Sex hormone-binding globulin as a marker for the thrombotic
risk of hormonal contraceptives BCE{EREmR K.

M. RAPS,* F. HELMERHORST,*{ K. FLEISCHER,}; S. THOMASSEN,§ F. ROSENDAAL,* J. ROSING,§
B. BALLIEUXY AND H. VAN VLIETt**

*Department of Clinical Epidemiology, Leiden University Medical Center, Leiden; tDepartment of Reproductive Medicine, Leiden University
Medical Center, Leiden; [Department of Obstetrics and Gynecology, University Medical Center St Radboud, Nijmegen; §Department of
Biochemistry, Maastricht University, Maastricht; {Department of Chemistry, Leiden University Medical Center, Leiden; and **Department of
Gynecology, Catharina Hospital, Eindhoven, the Netherlands

Qgresistan@
250.00-

Compared with non-use
00.00-
7 Contraceptive N  Mean MD 95% CI
€ 150.00-
= None 13  1.54 Ref.
% B LNG-IUD 60 0.85 - 0.69 - 1.03 to —= 0.36
s [ Cu-1UD 17 1.03 - 0.51 -0.93 to - 0.09
2 LNG/EE 72 2.66 1.12 0.69 to 1.54
A DSG/EE 18 3.94 2.40 1.93 to 2.86
DRSP/EE 47 3.53 1.98 1.49 to 248
000 NGUUD LNG/EE DRSP/EE CPAEE DSG/EE LCPA/EE 22 4.00 2.46 2.07 10 284 |
OR03 OR36 OR63 OR68 OR73 ENG/EE (ning) 6 3.02 1.47 0.94 to 2.02
NGM/EE (patch) 7T 312 1.57 0.87 to 2.28

*

activated protein C (APC) resistance levels
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A systematic review and meta-analysis of venous thrombosis
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Meta 2 #TiER,
HINGHEE, &

Monica V. Dragoman® | Naomi K. Tepper®* | Rongwei Fu® | Kathryn M. Curtis? |
Roger Chou® | Mary E. Gaffield!

Cyproterone k% 2 %
28 VETRRES.

TABLE 2 Pooled estimates (?5% confidence intervals) of unadjusted risk ratios for venous thromboembolism among users of combined oral

contraceptives by progestogen type compared with levonorgestrel in published meta-analyses.?

Meta-analysis Cyproterone Gestodene

2.04 (1.55-2.49)

Desogestrel
1.83(1.55-2.13)

Dienogest
1.46(0.57-5.41)

Drospirenone

1.58 (1.12-2.14)

Norgestimate
Present analysis 1.14 (0.94-1.32)
Bateson, 2016*

Prospective cohort studies - - et

1.67 (1.32-2.10)

0.94(0.75-1.18) -— —
1.82(1.60-2.06) — =
1.6 (1.2-2.1) 1.5(1.2-2.0) 1.0(0.7-1.3)

Retrospective cohort studies — - =
Stegeman, 2013° 1.6(1.1-2.2) 18(14-2.2) -
Martinez, 2012’ —

Risk ratio -

Odds ratio

Kemmeren, 2001°

1.65(1.30-2.11)

1.93(1.31-2.85) -

1.62 (1.33-1.97)
1.7 (1.2-2.6)

1.67 (1.10-2.55)

1.33(1.08-1.63) -

1.49 (1.13-1.96)
1.5(1.2-2.4)

1.11(0.84-1.46)

*Estimates are given as risk ratios.
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Background of the Invention

Drospirenone has the chemical formula (2'S, 6R, 7 R, 8R, 9S,10ft, 13S, 14S,
158, 16S)}1.,3', 4', 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16, 20, 21-hexadecahydro-
10, 13-dimethylspiro[ 17H-dicyclopropa[6,7: 15, 16]cyclopenta[ajphenanthrene-
17,2'(5'H)- furan]-3,5'(2H)-dione. Drospirenone is a synthetic progestational
compound having a molecular weight of 366.49 and a molecular formula of
C24H3p03. Ethinyl estradiol has the chemical formula (17a)-19-norpregna-1 ,
3,5(10)-trien-20-yne-3,17-diol. Ethinyl estradiol is a synthetic estrogenic
compound having a molecular weight of 296.4 and a molecular formula of

C20H2402.

28 Tablets is an oral contraceptive regimen consisting of 21 active film
coated tablets each containing 3.0 mg of drospirenone and 0.030 mg of ethinyl
estradiol and 7 inert film coated tablets. The inactive ingredients are lactose
monohydrate NF, com starch NF, modified starch NF, povidone 25000 USP,
magnesium stearate NF, hydroxypropyl methyl cellulose USP, macrogol 6000
NF, talc USP, titanium dioxide USP, ferric oxide pigment, yellow NF. The inert
film coated tablets contain lactose monohydrate NF, com starch NF, povdone
25000 USP, magnesium stearate NF, hydroxypropylmethyl cellulose USP, talc
USP and titanium dioxide USP.

U.S. Patent No. 5,976,570 describes a process for making a pharmaceutical
composition comprising the steps of: (i) preparing an aqueous medium
comprising one or more phamaceutically acceptable surfactants, wherein the
quantity of said surfactant or surfactants is sufficient to support a medicinal agent
in solution; and (ii) granulating said one or more low dosage medicinal agents in
said aqueous medium to form a granulation.

U.S. Patent No. 6,787,531 describes a pharmaceutical composition comprising
from about 2 mg to about 4 mg of micronized drospirenone particles, about 0.01
mg to about 0.05 mg of 17a-ethinyl estradiol, and one or more pharmaceutically
acceptable carriers. Micronized is defined as a surface area of greater than

10,000 cm?/g, and the following particle size distribution as determined under a

DRSP

Summary of the Invention

The invention provides a rapidly-dissolving oral dosage pharmaceutical
composition for inhibiting owilation in a mammal, said composition comprising
drospirenone or a pharmaceutically acceptable salt or ester thereof, optionally
ethinyl estradiol or a pharmaceutically acceptable salt, ester or ether thereof, a
surfactant and at least one phammaceutically acceptable excipient, wherein the

drospirenone has a surface area of less than 10,000 cm2/g.

According to another aspect, the invention provdes a method of inhibiting
owlation in a mammal, in particular, a human female, comprising administering to
said mammal, a rapidly-dissolving oral dosage pharmaceutical composition
comprising drospirenone or a pharmaceutically acceptable salt or ester thereof,
optionally ethinyl estradiol or a phammaceutically acceptable salt, ester or ether
thereof, a surfactant and at least one pharmaceutically acceptable excipient,

wherein the drospirenone has a surface area of less than 10,000 cm2/g.

The pharmaceutical compositions of the invention do not require micronization of
the drospirenone in order to achieve rapid dissolution of the drospirenone from the

composition.
\/
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1. Hyperthermic intraperitoneal chemotherapy (HIPEC) for ovarian cancer
recurrence: systematic review and meta-analysis. Stefano Cianci, Gaetano Riemma,
Carlo Ronsini, Pasquale De Franciscis, Marco Torella, Antonio Schiattarella, Marco

La Verde,Nicola Colacurci. Gland Surg. 2020 Aug; 9(4): 1140-1148. [PMCID: PMC7475376]


https://www.ncbi.nlm.nih.gov/pubmed/?term=Cianci%20S%5BAuthor%5D&cauthor=true&cauthor_uid=32953629
https://www.ncbi.nlm.nih.gov/pubmed/?term=Riemma%20G%5BAuthor%5D&cauthor=true&cauthor_uid=32953629
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ronsini%20C%5BAuthor%5D&cauthor=true&cauthor_uid=32953629
https://www.ncbi.nlm.nih.gov/pubmed/?term=De%20Franciscis%20P%5BAuthor%5D&cauthor=true&cauthor_uid=32953629
https://www.ncbi.nlm.nih.gov/pubmed/?term=Torella%20M%5BAuthor%5D&cauthor=true&cauthor_uid=32953629
https://www.ncbi.nlm.nih.gov/pubmed/?term=Schiattarella%20A%5BAuthor%5D&cauthor=true&cauthor_uid=32953629
https://www.ncbi.nlm.nih.gov/pubmed/?term=La%20Verde%20M%5BAuthor%5D&cauthor=true&cauthor_uid=32953629
https://www.ncbi.nlm.nih.gov/pubmed/?term=La%20Verde%20M%5BAuthor%5D&cauthor=true&cauthor_uid=32953629
https://www.ncbi.nlm.nih.gov/pubmed/?term=Colacurci%20N%5BAuthor%5D&cauthor=true&cauthor_uid=32953629
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7475376/#

&R Okadayashi radical hysterectomy> BR &~
ek 4 f=

Title: Radical hysterectomy in cervical cancer performed with

Okabayashi method: a video demo

Abstract

- Background: Present a video with Okabayashi method in the early stage of
cervical cancer.

- Patient and Methods: A 68-year-old female had chief complaint of
postmenopausal vaginal bleeding for over one year. Pelvic examination
showed easy contact bleeding of the cervix and pap smear showed a cervical
squamous cell carcinoma. The tumor marker showed CEA 1.3 ng/mL; SCC
3.3 ng/mL; CA-125 15.4 U/mL; CA 19-9 8.6 U/mL. MRI revealed a uterine
cervical lesion with a diffusion restricted pattern, favoring cT1b1NOMO.

- Results: Okabayashi method was performed. The patient was under ETGA
and put in supine position. The abdomen and vagina were draped as usual.
First, the high midline vertical incision over lower abdomen was made.
Bilateral round ligament was ligated and cut. Identified the paravesical space
and isolated the uterine artery, ligated and cut. Then isolated the ureter.
Divided the cardinal ligament and separated the urinary bladder. Created the
entrance of the ureter tunnel, separated the anterior and posterior leaf of
vesicouterine ligament. Cut the rectovaginal ligament. Lastly, extirpated the
uterus. Bilateral salpingo-oophorectomy and pelvic lymph node dissection
were done.

- Conclusions: The operative time was 264 minutes, blood loss was 1300 mL
and leukocyte poor RBC was transfused. No severe complication was noted
during the operation. Pathologic report showed squamous cell carcinoma of
cervix, grade 2, pT1b2, FIGO stage 1B2 with tumor size 3.5cm without
regional lymph node invasion.



