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Response to your request for official information

Thank you for your request of 3 May 2018 under the Official Information Act 1982 (the Act)
for:

‘I am writing to make a formal request under the official information act to obtain a
copy of all relevant information to substantiate the decision made to approve the
newly funded Venlafaxine drug Enlafax XR as an effective anti-depressant treatment
and an equivalent direct substitute to Effexor XR and Arrow-Venlafaxine XR as it was
presented to the market.

I would like to see the evidence and results of all tests undertaken to verify the
ingredients of this drug as claimed by the new manufacturer, evidence of tests
undertaken to validate the absorbency by the body and it’s claim of slow release, and
any lrials that were done to measure the therapeutic effects in comparison to the
existing brands. Also, any trials that were done measuring the therapeutic effect and
risks to patients of swapping out other brands of venlafaxine directly as opposed to
staged withdrawal and transfer to the new medication.

As a citizen of NZ who has recently suffered severely from the change in brand | feel
it is my right to understand the steps that were taken to ensure this new drug was
adequately tested and trialed before launching. | would appreciate seeing all reports
and proposals in relation to this decision from manufacturers to clinicians and
everyone in between to help me understand why the decision was made to launch
this new venlafaxine drug into the market and replace the funding for existing
effective treatments.”

Relevant information used in the approval of Enlafax XR

Medsafe approves a medicine based on the balance of benefits and risk of harm for the
population for which it is intended to be used. The quality and safety of Enlafax XR was
assessed against New Zealand and internationally-recognised guidance prior to product
approval (eg, compendial monographs, International Council for Harmonisation guidance,
European Medicines Agency guidance, and Food and Drug Administration guidance).
Medsafe approval was given to Enlafax XR as it was considered to have the same benefits
and risks of harm as the New Zealand innovator product. In New Zealand, Enlafax XR is a
generic version of venlafaxine, as was the previously funded Arrow-Venlafaxine brand. Both
Enlafax XR and Arrow-Venlafaxine are considered generics to the innovator brand, Effexor
XR.



Evidence of tests undertaken to verify the presence of venlafaxine hydrochloride by the drug
product manufacturer

Verification of the drug substance, venlafaxine hydrochloride, by the drug substance
manufacturer at the time of the original submission was determined through multiple
methods of characterisation. This characterisation data is assessed by Medsafe to ensure
manufacture of the stated drug substance. During the supply of the drug substance to the
drug product manufacturer, each batch of venlafaxine hydrochloride is tested as part of
release by the supplier and receipt by the drug product manufacturer. These specifications
include routine tests for the identification and potency (assay) of venlafaxine hydrochloride.
Routine tests for identification and assay of the drug substance are again performed by the
drug product manufacturer prior to release of the finished product (as modified release
capsules). These specifications are also applied to samples of drug product batches over
the shelf-life of the product to ensure potency of the drug product remains within an
acceptable range during the proposed storage period. Further quality assurance of the drug
product is supported by measures taken throughout the manufacturing process under Good
Manufacturing Practice at the drug product manufacturing site.

I am withholding specific information relating to the product dossier, including the
characterisation data, drug substance specifications, and drug product specifications under
the provisions of section 9(2)(b)(i) and (ii) of the Act. Refusal under these sections of the Act
is to protect information where making available of the information would disclose a trade
secret, or be likely unreasonably to prejudice the commercial position of the person who
supplied or who is the subject of the information.

Evidence of tests undertaken to validate the absorbency by the body and its claim of slow
release

To support absorbency once administered and the modified release characteristics of the
drug product, four bioequivalence studies were conducted against the global innovator
product, Effexor XR, sourced from the European market. The bioequivalence studies were
conducted in accordance with European Medicines Agency (EMA) guidance at the time of
submission. The EMA guidance referenced as part of the original product approval has
been provided in Appendix 1. Enlafax XR was determined to have comparable
bioavailability as the innovator product, measured through plasma concentration profiles, in
line with the EMA defined acceptance criteria. The choice of study conditions, study analysis
and source of the reference product were considered acceptable to approve Enlafax XR as a
generic medicine to Effexor XR in New Zealand. The title for each of the four bioequivalence
studies have been provided below. The summary of results for each study have been
provided in Appendix 2-5. | am withholding the bioequivalence study protocols, including the
study N numbers and company information presented on the results summary, and relating
study data under the provisions of section 9(2)(b)(i) and (ii) of the Act.

- Randomised, open-label, 2-way crossover, bioequivalence study of venlafaxine 150
mg extended-release capsules and Efexor XL following a 150 mg dose in healthy
subjects under fed conditions (Appendix 2).

- Randomised, 2-way crossover, bioequivalence study of venlafaxine 75 mg extended-
release capsules and Efexor XL following a 75 mg dose daily for 6 consecutive days
in healthy subjects under fed conditions (Appendix 3).

- Randomised, open-label, 2-way crossover, bioequivalence study of venlafaxine 75
mg extended-release capsules and Efexor XL following a 75 mg dose in healthy
subjects under fasting conditions (Appendix 4).

- Single dose, crossover, comparative bioequivalence study of venlafaxine 75 mg
extended-release capsules in healthy male and female volunteers / fed state
(Appendix 5).



The drug product manufacturer conducts regular dissolution testing to ensure the modified
release characteristics of each batch are met before release onto the market. The
dissolution test is performed using a validated method against a set criteria that was
determined as acceptable by Medsafe during the original evaluation. | am withholding the
dissolution acceptance criteria, method and validation data under the provisions of section
9(2)(b)(i) and (ii) of the Act.

Trials done to measure the therapeultic effects in comparison to the existing brands and an 3%
trials that were done measuring the therapeutic effect and risks to patients of swapping out
other brands of venlafaxine

Generic medicines do no need to undergo the same clinical trials as innovator medicines, as
safety of this active ingredient has already been established. It has been agreed
internationally that generic medicines need to demonstrate that they are bioequivalent to the
innovator medicine, for clinical equivalency to be accepted. The bioequivalence studies
provided in support of the original approval were conducted in accordance with international
guidance. No data has been provided to Medsafe to measure the therapeutic effects of
Enlafax XR in comparison to existing brands, or to measure the therapeutic effects and risk
to patients of swapping out other brands of venlafaxine. Studies comparing therapeutic
effects or investigating brand switching are not considered necessary according to
international guidance to support clinical equivalency of a generic medicine to the market
innovator. Therefore, your request for this information is being refused under section 18(e)
of the Act as the information requested does not exist.

Additional information

Enlafax XR Modified Release Capsules have been approved in New Zealand since 12
March 2009. Enlafax XR has been approved for supply in a number of other countries,
including the United States of America, Canada, United Kingdom, France and Australia. No
significant issues regarding product quality have been identified by regulators in these
countries for Enlafax XR.

I am withholding all reports, correspondence and data submitted to Medsafe, other than that
noted above, under the provisions of section 9(2)(b)(i) and (ii) of the Act.

I trust this information fulfils your request. You have the right, under section 28 of the Act, to
ask the Ombudsman to review my decision to withhold information under this request.

Your

Group Manager
Medsafe











































































































































































SUMMARY OF RESULTS

O-DESMETHYL-VENLAFAXINE

N=1l

Pharmacokinetic Parameters

Test (Venlafaxine HCI (A)) Reference (Efexor XR (B))
Parameters Mean = 8D CV(%)| Mean = 3D CV (%)
AUC,,  (ng'h/mL) '2524.98 & 163321 64.68 | 251645 = 139932 55.61
AUCqi¢  (ng-h/mL) 274753 + 159127 57.92 | 267542 + 1398.44 5227
Co (ng/mL) 10548 + 53.60  50.81 | 9432 == 4879 51.73
Residual area  (%6) 10.84 + 1378  127.06 | 739 £ 521 7045
§ - (h) 992 x 416 41.96 996 £ 2.54 25.50

A (hy 875 = 5.00 - 900 £ 4.00 -
Ka (™) 0.0496 =+ 00190 3829 | 0.0474 = 0.0169 35.56
Tyel (h) 17.68 + 1151 6512 | 1607 + 477 29.69

* Medians and interquartile ranges are presented

Venlafaxine HCI (A) vs Efexor XR (B)

AUCO-I AUCO-inf Cmax
Ratio' 98.87% 104.05% 112.70%
90 % Geometric C.L 87.89 %10 111.22% | 90.92%t0 119.08 % | 101.72 % to 124.88 %
Intra-Subject CV 24.08 % 27.72 % 20.91 %

' Calculated using least-squares means according to the formula: e

290% Geometric Confidence Interval using In-transformed data

(Venlafaxine HC (A) - Efexor XR (B)) ¥ 100
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Plasma Concentration (ng/mL)

Ln (Plasma Concentration) (ng/mL)

O-Desmethyl-Venlafaxine Mean Concentration - Time Profile
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SUMMARY OF RESULTS
VENLAFAXINE + O-DESMETHYL-VENLAFAXINE
~=1
Pharmacokinetic Parameters
Test (Venlafaxine HCI (A)) Reference (Efexor XL (B))
Parameters Mean =% SD CV (%) | Mean =% SD CV (%)

AUC, {nmol-h/mL) 12.01 £  6.07 50.55 11.86 + 5.19 43.80
AUCqs  (nmol-h/mL) 1256 £+  6.07 48.32 1242 £ 520 41.89
e {nmol/mL) 0.5048 =+ 0.1931 38.26 0.4647 £+ 0.1702 36.63
Residual area  (%6) 552 + 548 99.18 515 =« 316 61.32
1. (h) 877 + 374 4268 | 891 == 237 26.56
T () 800 = 225 . 9.00 = 158 .
Ka () 0.0580 + 0.0163  28.04 | 0.0519 =+ 0.0165 31.87
Tya (h) 13.65 ®  7.46 54.64 1454 = 423 29.11

* Medians and interquartile ranges are presented

Venlafaxine HCI (A) vs Efexor XL (B)

AUCy, AUCqpjns Conax
Ratio’ 98.96% 99.,46% 108.11%
90 % Geometric C.1.2 87.76 % to 111.58 % | 88.86 % t0 111.32% | 99.26 % to 117.75%
Intra-Subject CV 24.57 % 23.03 % 17.36 %

' Caleulated using least-squares means according to the formula: €

290% Geometric Confidence Interval using In-transformed data

(Venlafaxine HCI (A) - Efexor XL (B)) X 100
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Plasma Concentration (nmol/mL)

Ln (Plasma Conecentration) (nmol/mL})

Venlafaxine + O-Desmethyl Venlafaxine Mean Concentration - Time
Profile
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Pharmacokinetic Parameters

Venlafaxine (n=-

TEST REFERENCE
PARAMETER

MEAN | CV. | MEAN | CV.

Coax (ng/mL) 6549 | 402 69.55 37.8

In (Conse) (ng/mL) 41005 | 102 | 4.1779 8.6

Tos (hours) * 6.25 30.7 5.50 18.4

AUCr (ng-W/mL) 986.67 | 644 | 104219 | 758

In(AUC) (ngh/mL) | 67407 | 8.1 6.7551 8.9

AUC,, (ng:h/mL) 105562 | S99 | 110825 | 72.4

In (AUC,) (ngh/ml) | 68354 | 7.1 6.8342 8.4

AUCr (%) 9140 | 92 92.50 49

% (hour™ 00847 . 226 | 00745 | 202

Tlay (hours) 8.60 | 273 9.75 23.9

* median is presented

:
ey | CEOMETRIC LS MEANS * Rﬁgo 0 ’1?3%‘3‘5?“
TEST |REFERENCE LOWER | UPPER

Cona 61.16 66.18 92.42 87.07 98.10
AUC 861.15 881.02 97.74 92.27 103.54
AUC., 04623 |  952.56 | 99.34 93.51 105.52

* units are ng/mL for Cpa and ng-h/mL for AUCt and AUC,,
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Pharmacokinetic Paramecters

O-Desmethylvenlafaxine (n=.

S ARAMETER _ TEST REFERENCE
' MEAN C.V. MEAN C.V.
Coax (ng/mL) 116.95 34.7 117.95 32.3
In (Crow) (ng/mL) 4.6869 9.3 4.,7003 9.1
T (hours) * - 10.00 36.9 9.00 36.8
AUCr (ngh/ml) | 285515 | 292 | 305838 | 281
In (AUCT) (ngh/mL)  7.9093 42 7.9764 4.4
AUC. (ngh/mLy** = 3186.14 24.8 3326.01 24.0
In (AUC.) (ng-h/mL)#* = 8.0346 33 | 80778 | 33
AUCqs, (%)** L 91.02 4.9 92.81 6.4
Ko (hour™)** 0.0619 19.5 0.0558 22.0
Ty (hours)** 11.64 20.8 13.10 25:3
* median is presented
**n
5
D aranETER | CEOMETRIC LS MEANS * RATTO 90 /1 fﬁiﬂr??f?CE
TEST |REFERENCE (%) LOWER | UPPER
Conax 107.70 108.69 99.09 95.07 103.29
AUCT 2715.43 2896.13 93.76 89.91 9777
| AUC+ | 3088.65 3222.87 95.84 92.60 99.18
: units are ng/mL for Cmax and ng-h/mL for AUCy and AUC,,
*n
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Pharmacokinetic Parameters

Sum of Venlafaxine and O-Desmethylvenlafaxine (n=.

TEST REFERENCE
PARAMETER

MEAN C.V. MEAN C.V.

Coax (ng/mL) 175.28 05 e 178.40 16.6

In (Cnax) (ng/mL) 5.1388 4.7 5.1704 3.2

Trmax (hours) * 9.00 26.5 6.50 25.0

AUC; (ng'h/mL) 3870.33 18.4 4131.57 20.1

In (AUCy) (ngh/mL) 8.2434 24 | 83062 2.5

AUC, (ngh/mL) 4133.81 17.6 | 433688 | 19.8

In (AUC,) (ng-h/mL) 8.3107 2.2 8.3550 24
) AUCrs (%) 93.56 47 95.27 2.9
Ke (hour™) 0.0684 18.7 0.0604 20.0

TV (hours) 10.50 19.8 1193 | 199

* median is presented

TR
eanprag | CEOMETRICLS MEANS * RaTI0 .
TEST |REFERENCE LOWER | UPPER
Couae 171.05 176.11 97.13 93.28 101.13
| AUCT | 382564 4075.67 9387 | 90.79 97.05
AUC, 4089.49 428378 9546 | 92.54 98.48

* units are ng/mL for Cp,y and ng-h/mL for AUCt and AUC,,
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Venlafaxine

Concentration (ng/mL}

LINEAR PROFILE OF THE MEAN
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O-Desmethylvenlataxine

LINEAR PROFILE OF THE MEAN
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Sum of Venlafaxine and O-Desmethylvenlafaxine
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